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(57) PecfcepaT: 

H3o6peTeHne othocmtch k o6nacTM 
MeflMi4HHbi. 0apMau,eBTHHecKaiR KOMn 03^1411^ 
3aMeflneHHoro BbicBoGo^eHMfi, KOTopaa 
BKJifonaeT c)DH3noriornHecKH aKTHBHbifi nemnA 
o6meM cpopiviynbi 



CH — R CH — R 

J Z 1 J 2 Z 

X-NH — C H — CO -H H — C H — CO - 



CH —OH CH — R CH -R 

J Z I 2 4 J 2 5 

-NH-CH-TO-N — CH — CO— NH — CM — CO- 



CA I < CH 
I 3 
CH 



CH 
I 2 



— NH — CH — CO— NH — CH — CO- 



— CH— CO— T? — NH 



b KOTopofi X o6o3HaMaeT ai_\Mnrpynny; R-|, 
R 2 n R4 Ka>KAbifl npeACTaBJifleT apoiviaTM^ecKyfo 
L^UKJiMHecKyro rpynny; R3-D - aMMHOKMonoTHbiM 
ocTaTOK mjim rpynny cpopMynbi 

CH — R' 

I Z 3 

— NH— CH— CO— 

b KOTopoti R' 3 o6o3HanaeT 



reTepou,MKnnHecKyK) rpynny; R 5 - rpynny 
cjDopiviynbi -(CH 2 )n-R'5, b kotopom n=2 nnn 3, m 
R 1 5 o6o3Ha^aeT aMMHorpynny, KOTopan 
Heo6fl3aTenbHO MO>KeT 6biTb 3aMemeHHOM, 
apoMaTMHecKyio unKnuHecKyK) rpynny hum 
0-mnKO3nn rpynny; R 6 npeACTaBJifleT rpynny 
cf)opMynbi -(CH 2 ) n -R'6 B KOTopoM n=2 hjim 3, m 
R6 flBJineTCfl aMMHorpynnoM, KOTopan mo>k8t 
6biTb Heo6^3aTejibHO 3aMeu4©HHOM ; R 7-D - 
aMMHOKMcnoTHbiM ocTaTOK nun asarjiMLjMn - 
ocTaTOK, m Q o6o3HanaeT BOflopofl hjih HM3LuyK) 
ariKMnrpynny, mjih ero corib m 6nopa3naraeMbiM 
noriMMep, MMefOLU,MM KOHi^eByK) KapSoKCMJibHyio 
rpynny. Koivino3Hi4Mfo nonyna^T pacTBopeHMeM 
cm ecu KOMnoHeHTOB b pacTBopMTene, He 
CMeiuHBafOLneMCfl c boaom c ero nocneAyHDLHHM 
yAaneHMeM. ripenapaT 3aMeAneHHoro 
BbicBo6o>KAeHixin no3BormeT nonyHMTb 
HenpepbiBHoe BbifleneHMe nenTMAa b TeneHMe 
AnHTenbHoro BpeivieHM v\ He o&naflaeT 
Ha^anbHbiM Bbi6pocoM no cpaBHeHMfo c 

nOAOGHblMH KOMn03MI4MflMH. 3 c. n 22 3.n. 4>-Jlbl, 

10 Ta6n. 
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(54) PHARMACEUTICAL COMPOSITION OF THE DELAYED AGENT RELEASING AND A METHOD OF ITS 
PREPARING 



(57) Abstract: 

FIELD: medicine, pharmacy. SUBSTANCE: 
invention relates to a composition that has 
a physiologically active peptide of the 
general formula: 

CH — R CH -R CH -OH CH -R CH -R 

| Z I | 7. 7 | 7 |24 | Z 5 

X— NH— CH— CO— NH — CH— CO— J? — NH— CH— CO— N — CH — CO— NH — CH — CO— 



CH, CH -K 

| Z | 7 G 

— NH -CH — CO— NH -CH —CO— 



-CH— CO-R — NH 



where X means acyl-group; R-i, R2 and R4 each 

means aromatic cyclic group; R3 means a 

residue of D-amino acid or a group of the 

formula: ch -r where R' means 

j z 3 3 

— NH — CH — CO— 

heterocyclic group; R 5 means a group of the 
formula -cch > -r' where n = 2 or 3, 

Z n 5 



and 



means amino-group that can be 



substituted optionally, aromatic cyclic 
group or O-glycosyl-group; R6 means a group 
of the formula -cch > -r' where n = 2 or 

Z in 6 

3, and r^ means amino-group that can be 

substituted optionally; R7 means a residue of 
D-amino acid or azaglycyl-residue; Q means 
hydrogen atom or lower alkyl-group, or its 
salt and biodegradable polymer bearing a 
terminal carboxyl-group. Composition is 
prepared by dissolving of components mixture 
in water-insoluble solvent followed by 
solvent removing. Preparation of delayed 
releasing ensures to obtain noncontinuous 
release of peptide for the long time without 
initial release as compared with the known 
similar compositions. EFFECT: improved 
method of preparing, enhanced effectiveness 
of composition proposed. 25 cl, 9 tbl, 45 ex 
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HacTOflLU.ee M3o6peTeHne othocmtch k 
4>apiviai4eBTHHecKMM KOMno3MU,MflM 
3aMeAneHHoro BbicBo6o>KAeHMfl, cofle p>Ka lu, m m 
cf)H3nonorMHecKM aicn/iBHbifi nemnA, n cnocooaivi 
ero nojiyneHUfl. 

npeALuecTByK)LJ4afi TexHMKa BmifonaeT, KaK 
pacKpbiTO b EP-A-481732, npenapaT 
3aivieAneHHoro BbicBo6o>KfleHMfl co Ae p>Ka 114 m m 
neKapcTBeHHoe cpeflCTBO, nonnMonoMHyio 
KucnoTy m cononnMep rriMKoneBOM KucnoTbi - 

OKCMKap60HOBOM KMCJlOTbl 

[HOCH(C 2-8 a - nKM - n )COOH]. PacKpbiTbiM cnoco6 
BKfiK)MaeT npuroTOBJieHne W/O (sMynbCMfl Tuna 
"BOfla b Macne") aiviynbcun, coflep>KaLLJ 1 eM 
BHyTpeHHK^ho BOflHyjo c£a3y BKriK)HanDLiryK) 

BOflHblM pacTBop Cj3M3MOriOrHHeCKM aKTMBHOrO 

nenTMAa n bhgljjhhdk) MacrmHyfo cpa3y, 
BKTifOHafOLi^yfo pacTBop 6nonornHecKH 
pa3naraeMoro nonnMepa b opraHMHecKOM 
pacTBopnTene, Ao6aBneHne Ha3BaHHOM W/O 
aiviynbCMM k BOfle hjim boahom cpefle m 
nepepa6oTKy o6pa30BaBLueMCH W/O/W 
3MynbCMM b MUKpoKancyribi saivieAneHHoro 
BbicBo6c»KAeHi/m (cnoco6 BbicyujkiBaHMn b boa©)- 

Bbino>KeHHan 3a?iBKa ^noHMM 118512/1982 
onucbiBaeT MUKpoKancyny, BKriK)^aK)LL^yfo 
ropMOHaribHO aKTMBHbiti nonnnenTHfl, 
6nopa3naraeMbiM nonnMep n BemecTBO, 
perynnpyfOLiJ.ee rnAporiM3. PacKpbiTbiM Arm ee 
npon3BOACTBa cnocob" npeACTaBrmeT cnocoo" 
Koai^epBaunn, KOTopbiM BKHfonaeT AoGaBneHne 
Koai_\epBnpyK)LAero areHTa k W/O SMynbcun, 
cocTOflLAew us BOAHoro pacTBopa nonnnenTMAa 
b Ka^ecTBe BHyTpeHHefi boahom cf)a3bi m 
ranonAnpoBaHHoro opraHMHecKoro 
pacTBopMTerm b KanecTBe MacrmHOM cf)a3bi c 
i^enbio npon3BOACTBa MMKpoKancyn. 

Bbino>KeHHafl 3aflBKa flnoHMH 121222/1989 
onucbiBaeT cjDapMau.eBTMHecKyK) KOMno3MU,MK), 
BKJ~iK)HaK)Li4yfo nojinnaKTMfl, nonMrjiMKOJiMA, 
cononnMep mojiohhom KucnoTbi - rnMKoneBOM 
KMCflOTbl MUM CMeCb 3THX noriMMepoB n 
HepacTBopuMbiM b BOAe nenTMA PacKpbiT TaioKe 
cnoco6 npon3BOACTBa, KOTopbiw BKnioMaeT 
AwcneprnpoBai-Me conn HepacTBopnivioro b BOAe 
nenTMAa b pacTBOpe Ha3BaHHoro nonmiaKTMAa, 
nojiMmnK03HAa, cononniviepa mojiohhom 
KucnoTbi - rnMKoneBofi KucnoTbi nnn civiecu 3tmx 
nonniviepoB, yAaneHne pacTBopnTens 
ynapnBaHMeM n cnnaBJieHne o6pa30BaBLueMCfl 
CMecu b TBepAbie nacTni4bi. 

BbinoKeHHaa 3a?iBKa flnoHMM 1506091/1982 
onncbiBaeT cnoco© nonyneHMfl 
cf)apMau,eBTMHecKOM KOMno3MU,MM, BKnioHaioLAMM 
nonnnaKTHfl n kmcjiotoctomkmm nonnnenTMA, 
KOTopbiM, HanpMMep, BKJifonaeT pacTBopeHne 
TeTparacTpnH rMApoxnopnAa n norinnaKTMAa b 
boahom AMOKcaHe, crmuBKy pacTBopa b nneHKy n 
ynapuBaHne pacTBopwTerm. 

EP-A-0467389 Aa©T TexHonornfo 

o6ecneMeHMfl cncTeMbi OTnycKa neKapcTBeHHoro 
cpeACTBa Arm npoTenHOB n normnenTMAOB 
Mcnorib30BaHneM MeTOAa nonnMepHoro 
oca>KAeHMfl v\nv\ MeTOAa MMKpoccjDep. OAHaKO, 
AaHHafl nuTepaTypa He coAep>KMT KOHKpeTHoro 
onucaHUfl cucTeivibi, BKHfonafOLAeM LH-RH 
npon3BOAHoe. 

BblCB060>KAaKDLHMM ropMOHbi 
J1fOTeHM3HpyK)LAHM ropMOH, H3BeCTHblM KaK 

LH-RH (mjim GnRH), BbiAenaeTCfl 
runoTanaiviycoM v\ CBfl3biBaeTC?i c pei4enTopaMM 
rnnocpM3a. LH (riK)TeHH3i/ipyHDLHMM ropMOH) n 
FSH (cjDOJiJiMKyjiocTMMyjiMpyK)LUkiM ropMOH), 
KOTopue BcneA 3a TeM BbicBoeo^atoTCfl, 
AeficTByfOT Ha roHaAy, cnHTeswpyfl CTeponAHbie 
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ropMOHbi. H3BecTHO cyLi^ecTBOBaHne KaK 
aroHHCTi/mecKoro, TaK h aHTaroHMCTunecKoro 
nenTMAOB b BMAe nponsBOAHbix LH-RH. KorAa 
bucoko aroHMCTMHecKMM nenTMA bboamtca 
HeoAHOKpaTHO, HMcno AOCTynHbix pei^enTopoB 
coKpau^aeTca, TaK hto 

roHaflo-Bbipa6aTbiBaeMbie CTepoMAHbie 
ropMOHbi noAaBJifiroTcn. riosTOMy 
npeAnonaraeTCfl, hto LH-RH npoM3BOAHbie 
6yAyT o6naAaTb L^eHHOCTbJO b KanecTBe 
TepaneBTMHecKMX cpeACTB npn sa^oneBaHMflx, 

CBfl3aHHblX C ropMOHaJIbHOM 3aBMCMMOCTbHD, 

TaKMX KaK paK npeACTaTenbHOM >Kejie3bi, 
Ao6poKaHecTBeHHafl runepTpoqbMfl 
npeflCTaTeribHOM >Kene3bi, 3HAOMeTpM03, MMOMa 
MaTKM, cjDnGpoMa MaTKM, npe>KAeBpeMeHHoe 
nonoBoe co3peBaHMe, paK mojiohhom >Kene3bi, m 
t.a MJiM b KanecTBe npoTMB03anaTOHHbix 
cpeACTB. 

B nacTHOCTM npoGneivia 

rMCTaMMH-BblCBO^O>KAaK0LAeM aKTMBHOCTM 

OTMenanacb atia LH-RH aHTaroHMCTOB TaK 
Ha3biBaeMbix nepBoro v\ BToporo noKoneHMM 
(The Pharmaceutics 32, 1599-1605, 1990), 
ho noone 3Toro 6bin CMHTe3npoBaH pHA 
coeAMHeHMM m HeAaBHO nonyneHbi 
LH-RH-npoTMBOAeMCTByK)LAMe nenTMAbi, 
v\UB\ou\v\e He3HaHMTeribHyKD 

rMCTaiVlMH-BblCB06o>KAafOLAytO aKTMBHOCTb 

(cpaBHM , HanpMMep, OapiviaKonefi CLUA N 
51 10904). flrm Toro, HTo6bi jik)6ow TaKOM LH-RH 
npoTMBOAeMCTByraiAMM nenTMA npoaBMJi CBoe 
cpapMaKOJiornHecKoe ASMCTBMe, h eoGxoAM m a 
CMCTeivia, KOHTporiMpyfOLAafl BbicBo6o>KAeHMe 
T3KMM 06pa30M, HTOGbl KOHKypMpyfOLuee 
MHTM6MpoBaHMe 3HAoreHHoro LH-RH Momo 
6biTb ycTOMHMBbiM. Kpoivie Toro, nocKoribKy 

rMCTaMMH-BblCB060>KAaK)LAajR aKTMBHOCTb MO>KeT 
6blTb HM3KOM, HO BCe >Ke npMCyTCTByeT B T3KMX 

nenTMAax, B03HMKaeT noTpe6HOCTb b npenapaTe 
3aMeAneHHoro BbicBo6o>KAeHMfl c 

MHTM6MpOBaHHblM HaHaflbHblM MMnyJIbCOM, 

crieAyHDLAMM HenocpeACTBeHHO 3a bbgashmgm. 

B nacTHOCTM, b cfiynae npenapaTa 
3aivieAneHHoro BbicBo6o>KAeHMfl (HanpMMep, 1-3 
Mecflu,a) Ba>KHO o6ecneHMTb 6onee HaAe>KHoe m 
nocTOAHHoe BbicBo6o>KAeHMe nenTMAa c u,enbK) 

AOCTM>KeHMfl 3TOM 33AaHHOM 30pc(DeKTMBHOCTM C 

6onbUjeM CTeneHbK) yBepeHHOCTM m 
6e3onacHOCTH. 

B to >Ke BpeMfl AQBHO omyLAaeTCfl 
noTpeGHOCTb b cnoco6e npMroTOBneHMfl 
npenapaTa 3aMeAneHHoro BbicBo6o>KAeHMfl, 
MMeioLAero BbicoKyio CTeneHb yAep>KaHMfl 
nenTMAa Ana cf)M3MOJiorMHecKM aKTMBHoro 
nenTMAa, b nacTHOCTM LH-RH 

npoTMBOAeMCTByiomMX nenTMAOB. 

ComacHO HacTOflLAeMy M3o6peTeHMfo 
o6ecneHMBaeTca: 

1) npenapaT 3aMeAneHHoro 

BblCBOO"0>KAeHMfl J KOTOpbIM BKJIfOHaeT 

0M3MOJiorMHecKM aKTMBHbiM nenTMA o6meM 
qbopMyribi I 



I 2 



CH 
I 2 
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b kotopom X o6o3HaHaeT ai^nnrpynny; 
Ri, R2 m R4 Ka>KAbiM npeACTaBfiaeT 
apoMaTMHecKyno u,MKJiMHecKyK) rpynny; 

R3 npeACTaBJifieT D-aMMHOKMcnoTHbiM 
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ocTaTOK mjim rpynny cfcopMynw 

CH — R' 

| 2 3 

— NH — CH— CO— 



o6o3HanaeT 



B KOTOpOM R3 

reTepounKJiMHecKyjo rpynny; 

R 5 npeAdaBJi^eT rpynny cfopMynbi 

"(CH 2)n-R'5, B KOTOpOM n = 2 MJ1M 3 H 

R' 5 o6o3HaMaeT aMMHorpynny, KOTopaa 
Heo6fl3aTenbHO MO>KeT SbiTb 3aMemeHHOM, 
apoMaTunecKyfo L^HKnunecKyfo rpynny v\nv\ 
0-rxiMK03kiJirpynny. 

R 6 npeACTaBrmeT rpynny cjDopMynbi 
-(CH 2)n _RI 6. B KOTopoki n = 2 mum 3 ; 
R' 6 ^BnaeTCfl aivwHorpynnoM, KOTopaa mokqt 
6biTb Heo6n3aTenbHO 3aMeu^eHHOM; 

R 7 oo'osHa'-iaeT D-aMUHOKMcnoTHbiPi ocTaTOK 
I/inn asarnni^MJi ocTaTOK; 

Q o6o3HaMaeT BOflopofl nnn HH3Luyfo 
an iwi rpynny, 

nnn ero conb m 6nopa3JiaraeMbiM nonniviep, 
MMeioLHHM KOHi^eByfo Kap6oKcnnbHyio rpynny. 

2) npenapaT 3aivieAneHHoro BbicBo6o>KfleHM^ 
no n. 1, npuBefleHHOMy BbiLue, b kotopom X 
o6o3HanaeT C 2 -7-ani<aHOMnrpynny, KOTopaa 
MO>KeT SbiTb Heo65R3aTeribHO 3aMemeHHOM 5- 
mjim 6-HJieHHoi?i reTepoi^MKnuHecKOM 
KapGoKcaivinflorpynnoM . 

3) npenapaT 3aMeflneHHoro BbicBo6"o>KAeHi/m 
no npuBeAeHHOMy BbiLue n. 2, b kotopom X 
o6o3HanaeT C2-4-anKaHonnrpynny, KOTopaa 
MO>KeT Heo6fl3aTenbHO 6biTb 3aMemeHHOM 
TeT pa rn ApocjDy p v\n Ka p6o KcaM Mflrpy n n ov\ . 

4) npenapaT 3aMeAneHHoro BbicBo6o>KfleHMfl 
no npuBeAeHHOMy Bbnue n. 1, b kotopom X 
npeACTaBrmeT ai^eTun. 

5) npenapaT 3aMeAneHHoro BbicBo6o>KAeHM£ 
no npuBeAeHHOMy Bbime n. 1 , b kotopom 
6nopa3naraeMbiM nonwMep flBnaeTca CMecbfo 
(A) conoriMMepa rnMKoneBOM Ki/ianoTbi m 
OKCMKap6oHOBOM KMCJioTbi o6u4eti cfcopMyjibi II 



HOCHCOOH 

b KOTopoCi R npeACTaBrmeT ariKunrpynny c 
2-8 aTOMaivin yrnepoAa, 

M (B) nOJIMMOriOHHOW KMCJlOTbl. 

6) npenapaT 3aivieAneHHoro BbicBo6o>KAeHMfl 
no npuBeAeHHOMy BbiLue n. 1, b kotopom X 
npeACTaBrmeT ai^eTUin, m 6Mopa3naraeMbitf 
nonwMep npeACTaBnaeT civiecb (A) cononnMepa 
rriMKoneBoPi KucnoTbi m OKCMKapooHOBOM 
KucnoTbi o6u4eM cfcopMynbi II. 

K 
I 

HOCHCOOH 

b kotopom R npeACTaBJifieT ariKnn rpynny c 
2-8 aTOMSMM yrnepoAa, 

m (B) n on mm on oh how KucnoTbi. 

7) npenapaT 3aivieAneHHoro BbicBo6o>KAeHMfl 
no npuBeAeHHOMy Bbiiue n. 5, b kotopom 
cononnMep MMeeT cpeAHeBecoBOM 
MoneKyn^pHbiw Bee npw6nn3MTenbHO ot 2000 ao 
50000, onpeAeneHHbiti GPC (renb 
npoHMKaraLi^eM xpoMaTorpaQbneM) . 

8) npenapaT 3aMeAneHHoro BbicBo6o>KAeHMfl 
no npuBeAeHHOMy Bbiiue n. 5, b kotopom 
cononnMep MMeeT CTeneHb AncnepcHoc™ 
npn6nn3MTenbHO ot 1,2 ao 4,0. 

9) npenapaT 3aMeAneHHoro BbicBo6o>KAeHMfl 
no npuBeAeHHOMy Bbiiue n. 5, b kotopom 
nonnMonoHHaq KucnoTa MMeeT cpeAHeBecoBOM 
MoneKynapHbiw Bee npn6nn3MTenbHO ot 1500 ao 
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30000 onpeAeneHHbm GPC. 

10) npenapaT 3aMeAneHHoro 
BbicBo6o>KAeHHfl no npuBeAeHHOMy Bbiiue n. 5, b 
kotopom nonnMonoHHas KucnoTa MMeeT CTeneHb 
AMcnepcHOCTM npn6nn3MTenbHO ot 1,2 ao 4,0. 

11) flpenapaT 3aMeAneHHoro 
BbiCBoGo>KAeH up no npuBeAeHHOMy Bbiiue n. 1 , B 
kotopom 6kiopa3naraeMbiPi non^Mep 
npeACTaBnaeT cononnMep MonoHHOM KucnoTbi n 
rnnKoneBOki KucnoTbi. 

12) npenapaT 3aMeAneHHoro 
BbicBo6o>KAeHWfl no npuBeAeHHOMy BbiLue n. 11, 
b kotopom cononnMep MMeeT cpeAHeBecoBOM 
MoneKynapHbiw Bee npn6nn3MTenbHO ot 5000 ao 
25000, onpefleneHHbiM GPC. 

13) npenapaT saMeAneHHoro 
BbicBo6o>KAeHHfi no npuBeAeHHOMy BbiLue n. 11, 
b kotopom cononnMep WMeeT CTeneHb 
AUcnepcHOCTM npn6nn3MTenbHO ot 1,2 ao 4,0. 

14) npenapaT 3aMeArieHHoro 
BbicBo6o>KAeHHfl no npuBeAeHHOMy Bbime n. 1 , b 
kotopom Aona CjDM3MOnorMHeCKM aKTHBHoro 
nenTMAa HaxoAHTca b HHTepBane 
npn6nn3MTenbHO ot 0,01 ao 50% (Bec/Bec) 
OTHOcnTenbHO 6nopa3naraeMoro nonnMepa. 

15) npenapaT 3aMeArieHHoro 
BbicBo6o>KAeH hfi no npuBeAeHHOMy Bbime n. 1 , b 
kotopom c|DM3nonornHecKH aKTMBHbiM nenTMA 
ABnaeTCfl LH-RH aHTaroHMCTOM. 

16) npenapaT 3aMeAneHHoro 
BbicBo6o>KAeHHfl no npuBeAeHHOMy BbiLue n. 1 , b 
kotopom cjDnsnonornHecKH aKTMBHbiM nenTMA 
npeACTaBn^eT: 



I /r-DLys ( Ni c ) -Le u-Lys < Ni s p) -Pro-DAlaNH^ 

kinn ero ai^eTaT. 

17) npenapaT 3aMeAneHHoro 
BbicBo6o>KAeHHfl no npuBeAeHHOMy BbiLue n. 1 , b 
kotopom cf)M3nonori/MecKH aKTMBHbiki nenTMA 
npeACTaBn^eT co6om 
NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr-DLys(Ni 
c)-Leu-Lys(Nisp)-Pro-DAIaNH 2 nnn ero aneTaT. 

18) npenapaT 3aMeAneHHoro 
BbicBo6o>KAeHHjq no npuBeAeHHOMy BbiLue n. 1 , b 
kotopom cjDM3nonornHecKH aKTMBHbiM nenTMA 
npeACTaBn^eT co6om 
NAcD2Nal-D4CIPhe-D3Pal-Ser-Tyr-DhArg(Et 2 
)-l_eu -hArg(Et 2 )-Pro-DAIaNH 2 nnn ero ai4eTaT. 

19) Cnocoo" nonyneHM^ npenapaTa 
saMeAneHHoro BbicBo6o>KAeHMfl, KOTopbiM 
BKnfonaeT pacTBopeHMe c|DM3i/ionorMHecKi/i 
aKTMBHoro nenTLifla o6i_L\eM cjDopMyribi I 



I 2 



CH -OY\ CH 
| 2 | Z 



CH < CH > 
| 3 2 

CH CH 



CH— CO— K — IHH 



b kotopom X npeACTaBnaeT ai^Mnrpynny; 

Ri, R 2 m R4 Ka>KAbiM npeACTaBn^eT 
apoMaTMHecKyfo UMKnunecKyK) rpynny; 

R 3 npeACTaBnjReT D-aMMHOKMcnoTHbiM 
Oct a to k Mnn rpynny 0opMynbi 



CH —J? 
I 2 3 



-NH- 
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B KOTOpOM R' 3 

reTepoi^MKnMHecKyKO rpynny; 
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R 5 npeACTaBJi^eT rpynny cfcopMyjibi 

-(CH 2)n" RI 5. B KOTOpOM n = 2 MT1M 3 M 

R' 5 aBnaeTCfl aMMHorpynnoM, KOTopaa MO>KeT 
6biTb Heo6^3aTeribHO 3a Me me h ho m, 
apoiviaTHMecKOM u^KJiM^ecKOM mjim 0-rnnK03MJi 
rpynnoM; 

R6 npeACTaBrmeT rpynny cf)opMynbi 

"(CH 2)n-R'6. B KOTOpOM n = 2 MJIM 3 M 

R 1 6 flBrmeTca aMMHorpynnofi, KOTopaa mo>kgt 
6biTb Heo6jq3aTeribHO 3aMeu4eHHOM; 

R7 npeACTaBJijqeT D-aMUHOKUcnoTHbiM 
ocTaTOK nnn asannMU.Mn ocTaTOK; m 

Q o6o3HanaeT BOflopofl hum HM3Luyio 
ariKkiribHyfo rpynny, 

mjim ero conn m 6wopa3naraeMoro nojiMMepa, 
MMefOLuero KOHLjeByio rMAPOKCHnbHyra rpynny b 
pacTBopMTene, KOTopbii/i flanaeTca b ochobhom 
He CMeujMBaeMbiM c boaom, m 3aTeM yAaneHMe 
Ha3BaHHoro pacTBopnTena. 

20) Cnoco6 no npuBeAeHHOMy Bbime n. 19, b 
KOTopoivi 6nopa3naraeMbiM nojiMMep jiBrmeTCfl 
civiecbio (A) conoriMMepa rjiMKOJieBOki khcjiotn m 
OKCMKap6oHOBOM KMcnoTbi o6m,eM cj^opMyjibi II 

R 
I 

HOCHCOOH 

b KOTopofi R npeflCTaanneT an kmji rpynny c 
2-8 aTOMaMM yrnepoAa, 

M (B) nOJIMMOJIOHHOll KMCriOTbl. 

21) Cnoco6 no npMBeAeHHOMy Bbime n. 19, b 

KOTOpOM X flBnfleTCfl ai^eTHJIOM H 

6nopa3naraeMbiM norinMep npeACTaBnaeT 
cooom civiecb (A) conoriHiviepa rnMKoneBOM 

KMCJIOTbl H OKCMKapOOHOBOM KMCJIOTbl o6"LU,eM 

cf>opMyribi II 



HOCHCOOH 

b KOTopow R obosHaMaeT an kmji rpynny c 2-8 
aTOMaMH yrnepoAa, 

M (B) nOJIMMOJIOMHOW KMCJIOTbl. 

22) CnocoS no npMBeAeHHOMy Bbiiue n. 19, b 
kotopom o"nopa3naraeMbifi nonMMep HBnseTCfl 
conoriHMepoM mojiohhom KHcnoTbi m rriMKoneBOM 

KMCJIOTbl. 

23) Cnoco6 no npMBeASHHOMy Bbiiue n. 19, 
KOTopbiM BKJifOHaeT pacTBopeHMe 
6nopa3JiaraeMoro nonnMepa m b ochobhom 

BOflOHepaCTBOpHMOrO CjDM3MOnorMHeCKM 

aKTMBHoro nenTMAa b pacTBopMTene, KOTopbiM 
nsnneTcn b ochobhom HecMeujMBaeMbiM c 
boaom, m AoGaBJieHne nony-ieHHoro pacTBopa k 
boahom cpeAe c u,enbio nojiyneHM^ O/W 
3MyjibCMM (3MyjibCMM ™na "Macjio b BOAe"). 

24) Cnoco6 nonyneHMfl npenapaTa 
3aMeAneHHoro BbicBo6"o>KAeHMfl, kotopnm 
BKJiK)MaeT pacTBopeHMe 6"Mopa3naraeMoro 
nojiMMepa, BKmonaiomero CMecb (A) 
conoriMMepa mMKoneBOM KMcnoTbi m 

OKCMKap^OHOBOM KMCJIOTbl 06"U4eM (fcopMyJlbl II 
R 

I 

HOCHCOOH 

b kotopom R npeACTaBJiaeT ariKMnrpynny c 
2-8 aTOMaMM yrnepofla, 

M (B) nOJIMMOJIOHHOM KMCJIOTbl M B OCHOBHOM 
BOAOHepaCTBOpMMOrO CjDM3M0J10rMHeCKM 

aKTMBHoro nenTMAa mjim ero cojim b 

paCTBOpMTeJie, KOTOpbIM B OCHOBHOM flBJlfleTCfl 

He CMeujMBaeMbiM c boaom, m 3aTeM yAaneHMe 
Ha3BaHHoro pacTBopMTena, n 

25) Cnoco6 no npMBeAeHHOMy Bbime n. 24, 
KOTopbiM AonojiHMTejibHO BKJihO'-iaeT nocne 3Toro 
pacTBopeHMe owopaanaraeMoro nojiMMepa m b 

OCHOBHOM BOAOHepaCTBOpMMOrO 
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cf)M3MOJiorMHecKM aKTMBHoro nenTMAa mjim ero 
cojim b pacTBopMTene, kotopnm ?iBn?ieTca b 
OCHOBHOM He CMeLUMBaeMblM c boaom, M 3aTeM 
Ao6aBJieHMe o6"pa30BaBLuerocfl pacTBopa k 
boahom cpeAe c uenbio nonyneHMfl O/W 

OMyJIbCMM. 

06o3HaMeHMfl, Mcnorib30BaHHbie b a^hhom 
onMcaHMM, MM9IOT cneflyiou4Me 3HaneHM5q: 

NAcD2Nal - 
N-Ai4eTMJi-D-3-(2-Hac|DTMJi)ajiaHMJi 

D4CIPhe - D-3-(4-XjiopcjDeHMfi)ajiaHMn 

D3Pal - D-3-(3-riMpMAMJi)ajiaHMri 

NMeTyr - N-MeTMJiTMpo3MJi 

DLys(Nic) - 

D-(HnCMJ10H-N-HMKOTMHOMJl)JlM3MJl 

Lys(Nisp) - (HncMJiOH-N-M3onponMn)JiM3MJi 
DLys(AzaglyNic) - 

D-[1-A3a-(N-HMKOTMHOMJl)rJlMLJ I MJl]nM3Mn 

DLys(AzaglyFur) - 
D-[1-A3a-(N-2-($iypoMri)mMi4MJi]JiM3Mn 

flrm riK)6bix ApyrMX aMMHOKMcnoT 
Mcnonb3yK)TCfl o6o3Ha4eHMfl, peKOMeHAOBaHHbie 

IUPAC-IUB KOMMTeTOM no BMOXMMMHeCKOM 

HOMeHKJiaType (European Journal of 
Biochemistry 138, 9-37, 1984) mjim 
o6o3HaHeHMq, o6"m,enpMHflTbie b 
cooTBeTCTByKDumeM TexHMKe. B anynae 

CyLJ^eCTBOBaHMfl OnTMHeCKMX M30MepOB AJ~ifl 

jifo^oro coeAHHeHM^, ecriM He oroBopeHO oco6o, 

MMeeTC5R B BMfly L-M30Mep. 

B HacTOfiu^eM M3o6peTeHMM nenTMA (I) 
npofiBJ-meT LH-RH aHTaroHMCTMHecKyio 

aKTMBHOCTb M flBJlfleTCfl 3CjDCjDeKTMBHblM npM 

jieneHMM ropMOHajibHO-3aBMCMMbix 
3a6oneBaHMM, TaKMX KaK paK npeACTaTenbHOM 
>Kejie3bi, rMnepTpoqbMJi npeACTaTenbHOM 

>KeJie3bl, 3HAOMeTpM03, MMOMa MaTKM, cpM6poMa 

MaTKM, npe>KAeBpeMeHHoe nojioBoe 

co3peBaHMe, paK mojiomhom >Kejie3bi, m t.A- utih 
b KanecTBe n poT m b 03 an aTOH h o ro cpeACTBa. 

OTHeceHHafi k cfropMyjie [I], ai4MJirpynna X 
npeAnoHTMTeribHO flBrmeTC* au,MJirpynnoM 
KapSoHOBOM KMCJIOTbl. ripMMepbi au,MJirpynnbi 

BKJlfOMaHDT C2-7aJ1KaHOMn, C7_-|5 U.MKTIOaJlKaHOMn 

(HanpMMep, i^MKnoreKcaHOMJi), 

C -|. 6 ajiKMJiKap6aMOMJi (HanpMMep, 

3TMJ1Kap6aMOMJl), 5- MJIM 6-MJieHHblM 

reTepou,MKJiMHecKMM KapGoHMJi (HanpMMep, 
nMnepMAHHOKapGoHMJi) m KapooMOMJirpynna, 
KOTopaa MO>KeT Heo6fl3aTejibHO 6biTb 
3aMem,eHHOM. Au,MJirpynna npeAnoHTMTejibHO 
^BTifleTCfi C 2-7 ariKaHOMJirpynnoM (HanpMMep, 
au,eTMJi, nponMOHMn, SyTMpMJi, M3o6yTMpMJi, 
neHTaHOMn, reKcaHOMn mjim renTaHOMJi), KOTopa^ 
MoxeT Heo6fi3aTejibHO 6biTb saMeu^eHHOM, 
HaM6ojnee npeAnoHTMTejibHO 
C 2-4 ajiKaHOMJirpynnoM (HanpMMep, au.eTMJi, 
nponMOHMJi, GyTMpun, M3o6yTMpMJi), KOTopaa 
MoxeT Heo6?i3aTeribHO 6biTb 3aMem,eHHOM. 
3a m ecTM Ten ?i mm flBriflMDTCfl, HanpMMep, 
C ajiKMJiaMMHorpynna (HanpMMep, 

MeTMJiaMMHO, 3TMJiaMMHO, AH3TMJiaMMHO, 

nponMJiaMMHo), Ci_3 ajiKaHOMnaMMHorpynna 
(HanpMMep, cjDopMMJiaMMHO, au,eTMJiaMMHO, 

nponMOHMJiaMMHO), C7_15 U,MKnoaJlKaHOMJ1 

aMMHorpynna (HanpMMep, 

U,MKJ10reKCeHOMJiaMMHO), 

C 7 . 15 apMJiKapSoHMJi-aMMHorpynna (HanpMMep, 
GeHSOMJiaMMHO), 5- mjim 6-MJieHHaa 
reTepou,MKJiMHecKajq Kap6oKcaMMAorpynna 
(HanpMMep, TepTarMApoc|3ypMJiKap6oKcaMMAO, 
nMnMpMA^-n Kap6o KcaM m ao , 
cpypMJiKap6oKcaMMAo), rMApoKCMJirpynna, 
Kap6oMOMnrpynna, cjDopMMJirpynna, 
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TKap6oKcnn rpynna, 5- mjim 6-HneHHan 
reTepoi4HKnMHecKaa rpynna (Hanpi/iMep, 
nupnAnn, Mopcf)onnHo). 3aMecTHTenflMM 
npeAnoHTHTeribHO 9\bh9][otc9\ 5- nnn Q-vneHHan 
reTepou,HKJiMHecKa?i Kap6oKcaMMflorpynna 
(HanpuMep, T9TparnflpocjDypnnKap6oKcaMMflo, 
nupuflnriKapSoKcaMMflo, c|DypmiKap6oKcaMMflo). 

X npeflnoHTMTenbHO flBnaeTCfl 
C 2-7 ariKaHonnrpynnoM, KOTopan MO>KeT 6biTb 
npeAno^THTenbHO 3aMeu^eHHOM 5- mjim 
6-HiieHHOM reTepoi^MKTiMHecKOM 
Kap6oKcaMHflorpynnoM . 

Bonee npeAnoHTMTenbHO X 

npeACTaBJi^eT C 2 -4 anKaHomirpynny, KOTopaa 
MO>KeT Heo6fl3aTenbHO 6"biTb 3aMemeHHofi 
TeTparnAPOc)3ypnji KapooKcaMHAorpynnofi. 

KoHKpeTHbiMM npuMepaMM X HBJ-meTCfl 
ai^eTun, 

-CO HGH CO 



(TeTparnApoc|DypnjiKap6oKcaMMAoai4eTHJi) n 
TOMy noAo6Hoe. 

ApoMaTHMecKan u,MKJiMMecKafl rpynna R 1; 
R 2 urin R4 mo>k6t 6biTb, HanpHMep, 
apoiwaTHMecKOM u[HKnnHecKOM rpynnow c 6-12 
ymepoAHbiMM aTOMaivin. npniviepaMU 
apoMaTunecKOM unKnunecKOM rpynnbi ABnaiOTCfl 
4>eHnri, Hac)3TMri, aHTpun v\ TOMy noAo6Hbie. 
npeAnoMTMTenbHbiMn flBnsioTCfl apoMaTMHecKne 
UUKJiMHecKMe rpynnbi c 6-10 yrnepoAHbiMn 
aTOMaMM, TaKne KaK cfeHi/in n HacjDTMn. 3th 
apoMaTunecKne i4HKnnHecKne rpynnbi MoryT 
MMeTb Ka>KAa?i or 1 ao 5, npeAnonri/iTenbHO ot 1 
AO 3, noAXOA^LAHX 3aMecTHTenefi Ha KonbLje b 
cooTBeTCTByfOL^MX nonoxeHkmx. TaKne 
3aM8CTMTSJ~in BhuiKDHafOT ruAPOKCn, raiioreH, 
aMHHOTpna3onnji3aMeiAeHHbiM aMUHO, anKOKCn 
n TOMy noAO^Hbie. ripeAnoMTHTenbHbiMH 
flBrmioTCfi rMApoKCM, ranoreH h 
aMHHOTpna30Jinri3aMeLAeHHbiM aMUHO. 

YnoMflHyTbie Bbiiue ranoreHbi BKnfonaioT 

CjDTOp, XJlOp, 6pOM H MOA- 

AMHHOTpna30JiMn cocTaBJiflfoiAafi 
Ha3BaHHoro aMMHOTpna3onnri3aMeLneHHoro 
aMUHO BKrifonaeT, cpeAM Apyrwx, 
3-aMMHO-1 H-1 ,2,4-Tpi/ia3on-5-m-| 3 
5-aMHHO-1 H-1 ,3,4-Tpna3on-2-wn, 
5-aMMHO-1 H-1 ,2,4-Tpna3ori-3-mi 3 

3- 3MMHO-2H-1 ,2,4 Tpna3on-5-nn, 

4- aMMHO-1 H-1 ^.S-Tpnasoji-S-nn, 
4-aMHHO-2H-1 ,2,3-Tpna3on-5-nji n TOMy 
noAO^Hbie. AriKOKCurpynna npeflnoHTMTenbHO 
npeACTaBnaeT cocofi anKOKCwrpynny c 1-6 
aTOMaMM yrnepoAa (HanpuMep, mstokch, 
3TOKCH, nponoKcn, n3onponoKcn, oyTOKCn, 
M3o6yTOKCH, n t.a). Bonee 
npeAnoMTHTenbHO, Ri fmnseTCfl Hacj^TunoM v\nv\ 
ranoqbeHi/inoM. Bonee npeAnoHTwrenbHO, 
R2 npeACTaBn^eT co6om ranocj^eHMn. Bonee 
npeAno^THTenbHO, R4 npeACTaBnseT cooofi 
ruApoKCMcjDeHun nnn 

aMMHOTpna3onnnaMMH03aMeLneHHbiM cfceHHn. 

D-aMMHO KUCnOTHblCl OCTaTOK 

R 3 npeAnoHTHTenbHO ABnfieTCfl a- 

-D-aMMHOKMCnOTHblM OCTaTKOM c 3-12 

ymepoAHbiMM aTOMaMH. npuMepaMU 
aMUHOKUcnoTbi ABnaioTCfl neCii^nH , i/i3onefii4HH, 
HopnefiLjHH, BannH, HopBannH, 

2-aMWHOMacnflHafl KucnoTa, cjoeHwnanaHi/iH, 
cepMH, TpeoHMH, MeTMOHMH, anaHWH, TpunTocjDai-i 
m aMMH0M30Macn3Hafl KucnoTa. 3tm 
aMkiHOKUcnoTbi MoryT HMeTb noAXOAfliAne 
3aLAHTHbie rpynnbi (ncnonb3yeMbie o6biHHO b 
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TexHUKe 3aLAHTHbie rpynnbi, TaKne KaK T-6y™n, 
T-6yTOKCH, T-6yTOKCMKap6oHnn, m t.a )- 

reTepoi^i/iKnL'MecKafl rpynna R' 3 BKnhOMaeT 
5- unM 6-^neHHbie reTepoi^MKnu^ecKne rpynnbi, 
Ka>KAyK) co Ae p>Ka my \o ot 1 ao 2 aTOMOB a30Ta 
nnn cepbi b KanecTBe reTepoaTOMOB, KOTopbie 
MoryT Heo6fl3aTenbHO 6biTb 

KOHA©HCnpoBaHHbiMH flo 6eH3onbHoro Konbi4a. B 
nacTHOCTM, MoryT 6biTb ynoMAHyTbi TueHun, 
nupponun, Tna3onnn, M30Tna3onnn, 

m m m Aa3on nn , nnpa3onnn, nnpnAH-n= 3-nnpnAnn, 
nupnAaBMHun, n^puMHA^Hun, nnpa3HHnn, 
3-6eH30 [b] TueHun, 3-6eH30 [b]-3-TneHnn, 
HHAonun, 2-HHAonnn, M30HHAonnn, 

1H-HHAa3onnn 3 6eH30nMHAa3onnn, 
6eH30TMa3onnn, xkiHonun, M30xnHonnn m t.a. 
Oco6eHHO npeAnoHTMTenbHbiMM 
pa3HOBHAHOCTAMM R' 3 aBn^KDTCiq nupnAnn v\nw 
3-6eH3o[b] TueHnn. ApoMaTuqecKaa 
L^MKnuHecKaa rpynna R5 MO>KeT 6biTb TaKOM >Ke, 
KaK apoMaTMHecKafl L^HKnuHecKafl rpynna R 1: 
R 2 nnn R4. ApoMaTMHecKa?i i^MKnu'-iecKa^ 
rpynna MO>KeT HMeTb ot 1 ao 5, 
npeAnoMTMTenbHO ot 1 ao 3, noAXOA^LAMX 
3aMecTHTeneM b cooTBeTCTByfou^nx nono>KeHM^x 
Ha Konbi^e. 3aMecTMTenn MoryT TaioKe GbiTb 
TaKMMH, KaK 3aMecTHTenn, ynoMjHHyTbie atih 
Ri, R2 nnn R4. B nacTHOCTM, 
npeAnoHTMTenbHbiM 3aMecTHTeneM ^Bn^eTca 
aMHHOTpna3onnn-3aMeLneHHbm aMMHO. 

TnnK03Mn rpynna atia 0-rnnK03nn 
R 5 npeAnoHTMTenbHO ABnneTCfi reKC03o£i nnn 
ee npon3BOAHWM. TeKC03a BKnionaeT D-rntoK03y, 
D-cjDpyKTQ3y ; D-MaHH03y, D-ranaKT03y, 
L-ranaKT03y n TOMy noAo6Hbie. B KanecTBe 
Ha3BaHHoro npon3BOAHoro MoryT 6biTb 
ynoM^HyTbi a^okch caxapa (L- m D-c|DpyKT03a, 
D-XMHOB03a, L-paMH03a, v\ T.A- ) m aMUHO 
caxapa (D-rnfOK03aMMH, D-ranaKTOsaMMH, n 
t.a )- Hano"onee npeAnoHTHTenbHbiMn fiBnfiioTCfi 
Ae30KCH caxapa (L- m D-c|DpyKT03a, D-xnHOB03a, 
L-paMH03a, m t.a-). ELAe 6onee >KenaTenbHa 
L-paMH03a. 

3aMecTHTenb Ha aMMHorpynne, KOTopa^ 
MoxeT Heo6?i3aTenbHO 6biTb saMeiAeHHoCi, 
R 1 5 BKnionaeT, cpeAH ApyrMX, ai4nn, Kap6aMonn, 
Kap6a30nn, KOTopbiM MoxeT 6biTb 3aMeLi^eHHbiM 
ai^nnoM nnn aMMAMHo, KOTopbiM MoxeT 6biTb 
MOHO- v\nv\ AH-3aMeu4eHHbii?i anKunoM. 

BbinieynoMflHyTbM au,nn m ai^nn Ana 
BbiujeynoMflHyToro Kap6a30nna ; KOTopbiM MO>KeT 
6biTb 3aMeLi^eHHbiM ai^nnoM, BKntonaiOT 
HHKOTMHOnn, cfcyponn, TeHonn m TOMy noAO^Hbie. 

YnoMflHyTafl BbiLue anKMn cocTaBnawDLAafl 
MOHO- v\nv\ AnanaMMAMHO BKmonaeT nnHeCiHbie 
mjih pa3BeTBneHHbie anKunrpynnbi, coAep>KaLu 1 ne 
ot 1 ao 4 aTOMOB yrnepoAa, BKnfOHajOLAne t.o. 
MeTi/in, 3Tnn, nponun, n3onponnn, 6yTnn, 
n3o6yTnn, BTop-6yTnn v\ TpeT-6yTnn v\ TOMy 
noAo6Hbie. ripeAnoMTMTenbHbiM anKnn 
cocTa Bn ^ ko LAe v\ 5HBnfleTca MeTun nnn 3Tnn. 

3aMecTHTenb ati^ aMMHorpynnbi, KOTopan 
MoxeT Heo6fl3aTenbHO 6biTb 3aMei_i4eHHoCi, 
R' 6 BKnic-iaeT anKMn n aMUA^HO, KOTopbiPi 
MO>KeT Heo6^3aTenbHO SbiTb moho- nnn 
AM-3aMeLAeHHbiM anKunoM. 

BbiujeynoMflHyTbM anKnn n anKnn moho- nnn 
AManKMnaMMAHHO, ynoMAHyTbrn Bbiiue, 
BKnionaeT Te anKunrpynnbi, KOTopbie ynoM^HyTbi 
Ana R' 5 . 

D-aMHHOKMCnOTHbll?i OCTaTOK R7 5^BnaeTC5R 
npeAnoHTMTenbHO D-aMUHOKMCnOTHblM OCTaTKOM 

c 3-9 aTOMaMM yrnepoAa, TaKHMM KaK D-anaHun, 
D-neCii^nn, D-Bannn 3 D-nsonePii^nn, 
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D-cjDeHnnanaHMJi n TOMy nofloSHbie. Bonee 
npeAnoHTHTenbHbiMM ABJ-mioTCfl 
D-aMMHOKUcnoTHbie ocTaTKM c 3-6 yrnepoAHbiMM 
aTOMaMM, TaKne KaK D-anaHun, D-Banun n TOMy 
noflooHbie. 

Han6onee npeAnoHTHTejibHofi 
pa3HOBMflHocTbK3 R7 ABrmeTCfl D-aj~iaHMJ~i. 

HM3Lua^ axiKuribHaa rpynna moxot 6"biTb 
ariKunbHO^ rpynnoM, onpeAejieHHOM An* R' 5. 
HaMOonee npeAnoHTHTenbHbiM bmaom Q 

^BJl^eTCfl MeTHJI. 

KoHKpeTHblMH npuMepaMU R-j flBJlflHDTCfl 




0Y0) 



m TOMy noAoSHbie 

KOHKpeTHbIMM npHMepaMU R2 ABJIflfOTCfl 



v\ TOMy noAoOHbie 

KoHKpeTHbiMn npuMepaMU R3 flBJ"mK)TCfl 



CH 



2 



l" 2 ^ I 

-NH-CH-CO- -NH-CH-CO- 
<P> CD) 

h TOMy noAo6Hbie 

KoHKpeTHbiMM npuMepaMU R 4 flBJiflfOTCfl 



m TOMy noAo6Hbie 

KoHKpeTHbiMM npuMepaMU R5 ABrmfOTCfl 




CCH > -NHCO 

2 3 



CCH > -NH-CO-NH-NH-CO 

Z 3 



CCH > -NH-CO-NH-NH-CO 
2 3 



-(CH 2 ) 3 -NH 2 
-(CH 2 )2-NH -CO-NH2 
-(CH 2 ) 3 -NH -CO-NH 2 

NC H 
II Z 5 

-CCH > -NH-C-NH-C H 
2 3 Z 5 
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KoHKpeTHbiMn npuMepaMU R 6 flBrmiOTCfl 

CH 

/ 3 

-CCH > -MH-CH 

2 3 \ 

CH 

3 



- C CH > 

Z Z 



II 

-NH-C-NH 



NC H 
,,2 5 



-CCH > -NH-C-NH 
Z 3 



C H 

Z 5 



OH OH 

n TOMy noAo6Hbie. 



n TOMy noAo6"Hbie 

KoHKpeTHbiMn npuMepaMU R7 flBJ~miOTCfl 

CH H 
I 3 I 

-NH-CH-CO- , -NH-N-CO- 

<D> 

\a TOMy noAO^Hbie 

KorAa nenTMA [I] coAep>KHT oamh \at\v\ 6onee 
acMMMeTpkmecKMX yrneBOAHbix aTOMOB, 
cyLAecTByeT ABa mjim 6onee CTepeon30MepoB. 
J1kd60M M3 T3KMX CTepeoM30MepoB paBHO, KaK M 
mx CMecb, HaxoA^TCfi b paMKax oCrbeMa ASiHHoro 
M3o6peTeHMjq v\ npnno>KeHHbix nyHKTOB. 

nenTMA o6iAeM cpopMynbi [I] nonynahOT no 
cyLAecTBy M3BecTHbiMM cnocoOaMM. TMnMHHbie 
KOHKpeTHbie cnoco6bi onMcaHbi b naTeHTe CLUA 
N 5110904. 

nenTMA [I] MO>KBT MCnOJ"lb30BaTbCfl b cpopMe 

cojim, npeAnoHTMTenbHO cJpapMaKonorMHecKM 
npMeMJieMOM cojim. B cny-iae, KorAa nenTMA 
MMeeT ocHOBHbie rpynnbi, TaKMe KaK aMMHO, corib 
BKrifc-iaeT cojim c HeopraHM^ecKMMM KMcnoTaMM 
(HanpMMep, coji^hom kmcjiotom, cepHOM 

KMCJIOTOM, 330THOM KMCJIOTOM, M TOMy 
nOA06HblMM) MJ1M OpraHMMeCKMMM KMCJIOTaMM 

(HanpMMep, yroribHOM kmcjiotom, boaopoahom 

yrOJIbHOM KMCJIOTOM, flHTapHOM KMCJIOTOM, 
yKCyCHOM KMCJIOTOM, nponMOHOBOM KMCJIOTOM, 

TpMcjrropyKcycHOM kmcjiotom m t.A-)- KorAa 
nenTMA coAep>KMT KMCJioTHbie rpynnbi, TaKMe KaK 
Kapoc-KCMn, cojim c HeopraHMHecKMMM 
ocHOBaHMAMM (HanpMMep, m,ejioMHbie MeTaruibi, 

TaKMe KaK H3TpMM, KaJIMM, M t.a. M 

LAenoHHOseMeribHbie MeTannbi, TaKMe KaK 
HaTpMM, KariMM, m t.a., m uj,ejioHH03eMeribHbie 
MeTanjibi, TaKMe KaK Kajibu,MM 3 MarHMM m t.a) 
mjim opraHMHecKMMM ocHOBaHMHMM (HanpMMep, 

OpraHMHeCKMe aMMHbl, TaKMe KaK TpM3TMJiaMMH M 
OCHOBHbie aMMHOKMCJIOTbl, TaKMe KaK aprMHMH). 
nenTMA [I] mo>kbt 6biTb b cjDopMe KOMnneKCHoro 
coeAMHeHM^ MeTajina (HanpMMep, KOMnjieKC 
MeAM, KOMnjieKC u,MHKa, m t.a) 
npeAnoHTMTeribHbiMM cojiemm nenTMAa [I] 

flBJIflfOTCfl COJIM C OpraHMMeCKMMM KMCJIOTaMM 

(HanpMMep yrojibHOM kmcjiotom, hydrocarbonic 

(boaopoahom yrOJIbHOM) KMCJIOTOM, flHTapHOM 
KMCJIOTOM, yKCyCHOM KMCJIOTOM, nponMOHOBOM 
KMCJIOTOM, TpMC|DTOpyKCyCHOM KMCJIOTOM, M T.A-)- 

HaM6onee npeAnoMTMTeribHbiM ^BJiqeTcq 
ai4eTaT. 

KOHKpeTHbIMM npeAnoHTMTeribHbiMM BMAaMM 
nenTMAa [I] mjim cojim aBJiaiOTCfl cjneAyfoiAMe: 

(1) NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr- 
DLys(Noc)-Leu-Lys(Nisp)-Pro-DAIaNH 2 mjim era 
ai^eTaT. 

(2) 

NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr-DLys 
(AzaglyNic)-Leu-Lys(Nisp)-Pro-DAIaNH 2 mjim 
ero aueTaT. 

(3) 

NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr-DLys 
(AzaglyFur)-Leu-Lys(Nisp)-Pro-DAIaNH 2 mjim 
ero au,eTaT. 
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COD2Nal-D4CIPhe-D3Pal-Ser- 
NMeTyr-DLys(Noc)-Leu-Lys(Nisp)-Pro-DAIaNH 2 
uriM ero aueTaT. 

(5) NAcD2Nal-D4CIPhe-D3Pal-Ser-Tyr- 
DhArg(Et 2 )-Leu-hArg(Et 2 )-Pro-DAIaNH 2 v\nv\ 
ero ai^eTaT. 

B npenapaTe 3aivieAneHHoro 

BbicBoGoKfleHMfl, cooTHOLueHne nenTHfla [I] 

MO>KeT BapbMpOBaTbCfl, B HaCTHOCTW, B 

3aBMCMMOCTM ot Tuna nenTMAa, o>KMflaeMoro 
apapMaKonorwnecKoro oqbqbeKTa m BpeMeHU 
B03fleCicTBMfl 3 1/1 MoxeT HaxoAHTca b MHTepBane 
npn6nn3MTenbHO ot 0,01% ao 50% (Bec/Bec) 
OTHOCMTenbHO 6nopa3naraeivioro nonniviepa. 
npeflnoMTMTenbHbiM MHTepBan cocTaBn^eT 
npn6nn3MTenbHO ot 0,1 flo 40% (Bec/Bec) n 
Han6onee npeAnoHTMTenbHbiM HHTepBan 
cocTaBnaeT npn6nM3HTeribHO ot 1 ao 30% 
(Bec/Bec). 

npuBOA^M onwcaHne 6nopa3naraeMoro 
nonniviepa, i/iMefouj^ero KOHU,eByfo 

Kap6oKcmibHyfo rpynny. 

Bnopa3naraeivibiM noni/iMep, 
npn6nn3MTenbHO ot 1 ao 3 r pacTBopunn b 
civiecu aueTOHa (25 Mn) m MeTaHona (5 win) n, 
ncnonb3yfi a>eHona>TanenH b Ka^ecTBe 
MHAMKaTopa, OblCTpO OTTMTpOBaJlH 

KapGoKcuribHbie rpynnbi b pacTBope c noMOLAbio 
0,05 n cnMpTOBoro pacTBopa tmapookcm KanHfl 
npn nepeMeujMBaHMM b ycnoBMfix KOMHaTHow 
TeivinepaTypbi (20°C). 3aTeM paccHMTann 
cpeAHeMMcrioBObi MoneKyjiflpHbifl Bee Ha 
ocHOBaHMM onpeAeneHMfl KOHueBbix rpynn, 
ncnonb3yfl cneAytoLu.ee ypaBHeHne. 

OnpeAeneHHbiM no KOHi^eBbiM rpynnaM 
cpeAHeHMcrioBoCi MoneKynapHbiM Bee = 
20000 . A/B 

rAe A cooTBeTCTByeT Macce 
6nopa3naraeMoro nonnMepa (r) 

B npeACTaBfifleT Konn^iecTBO 0,05 h. 
cnnpTOBoro pacTBopa thapookch Kani/m (mji) 
noujeALuee Ha TMTpoBaHne. 

Pe3yribTaT npuBeAeHHoro Bbiiue pacneTa 
AaeT cpeAHeHMcnoBoCi MoneKyrmpHbiM Bee, 
onpeAeneHHbiM no KOHi4eBbiM rpynnaM. 

B KanecTBe unnhocTpai^nn, ecnn B3*Tb 

nOTIMMep, HMefOLU,HM KOHU,eByH3 Kap60KCHJlbHyK) 

rpynny, cnHTe3i/ipoBaHHbiM, Hanpi/iMep, M3 oahom 
uriM Oonee oc-OKCHKUcnoT no cnocooy 
HeKaTannTunecKOM AernApaTMBHOM 
nonnKOHAeHcau.nn, to cpeAHeMncnoBOM 
MoneKyxiflpHbiM Bee, onpeAeneHHbiM no 
KOHi4eBbiM rpynnaM, npn6riM3MTenbHO paBeH 
cpeAHe-HncnoBOMy MoneKynapHOMy Becy, 
HaMASHHOMy MeTOAOM GPC. B 

npoTMBonono>KHOCTb 3TOMy, b cnynae 
noriMMepa, npaKTM^ecKH He coAep>Kau4ero 
CBo6oAHbix KOHi^eBbix Kap6oKCnnbHbix rpynn, 
nonyneHHoro cnHTe30M H3 141/1 KTMHecKoro 
AHMepa no cnocooy nojiMMepMsai^noHHoro 
pacKpbiTi/m Konbi4a m npn ncnorib30BaHnn 
KaTann3aTopoB, cpeAHeHi/icnoBow 
MoneKynapHbiM Bee, onpeAeneHHbiM no 
KOHL^eBbiM rpynnaM, HaMHoro Bbiuje, MeM 
cpeAHeHMcrioBoCi MorieKyri^pHbiM Bee, 
onpeAeneHHbiM MeTOAOM GPC. Ha ocHOBaHUM 
SToro pa3JiMHkm, noriMMep, MMehOLAMM KOHi^eByjo 
Kap6oKcnnbHyio rpynny, mo>kho neTKO OTnu^nTb 
ot nonnMepa, He MMetoiAero KOHi^eByfo 
Kap6oKcnribHyK) rpynny. TaKMM o6pa30M, 
McnonbsyeMbiM 3Aecb TepMHH GnopasnaraeMbiM 
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nonnMep, MMeioLAMM KOHi^eByio KapooKcmibHyio 
rpynny, 03HanaeT 6~Mopa3naraeMbiM nonnMep, 
noKa3biBatoiu I HM cyu^ecTBeHHoe cooTBeTCTBue 
Me>KAy cpeAHeHHcnoBbiM MoneKynapHbiM BeooM, 
onpeAeneHHbiM no Me to Ay GPC, n 
cpeAHenncnoBbiM MoneKynsipHbiM BecoM, 
onpeAeneHHbiM no KOHi^eBbiM rpynnaM. 

TorAa KaK cpeAHe^McnoBOki MoneKynnpHbM 
Bee, onpeAeneHHbiM no KOHi^eBbiM rpynnaM, 
ABnaeTCfl a6confOTHOM BennnnHoPi, 
cpeAHenncnoBOM MoneKynqpHbiM Bee, 
onpeAeneHHbiM MeTOAOM GPC, flBnaeTca 
OTHOCMTenbHOM BenMHUHOM, KOTopa^ 
M3MeH^eTCfl B 3aBI/lCHMOCTM OT aHanHTHHeCKMX n 

TexHonornnecKnx ycnoBUM (TaKnx KaK Tun 

nOABM>KHOM Cf)a3bl M KOnOHKM, CTaHAapTHoe 

BeiAecTBO, Bbi6paHHafi LimpHHa cnofi, 
Bbi6paHHa^ HyneBa^ nMHMq, m t.a ) nosTOMy 
ABa 3Ha>-ieHMfl He MoryT 6biTb nucneHHO 
CKoppennpoBaHbi Ha ocHOBaHMM o6lu,mx 

3aKOHOMepHOCTeM. OAHaKO TepMHH 

"cyLi^ecTBeHHoe eooTBeTCTBue" Me>KAy 
epeAHeHMcnoBbiM MoneKynapHbiM BecoM, 
onpeAeneHHbiM GPC, m cpeAHe^ncnoBbiM 
MoneKyn^pHbiM BecoM onpeAeneHHbiM no 
KOHueBbiM rpynnaM, 03HanaeT ; hto 
cpeAHeMncnoBOM MoneKynapHbiM Bee, 
HaPiAeHHbiM no KOHi^eBbiM rpynnaM, 
npn6nn3HTenbHO b 0,4-2 pa3a, 6onee 
npeAnoHTMTenbHO npn6nn3HTenbHO b 0,8-1,5 
pa3a, HanGonee >KenaTenbHO b 0,8-1,5 pa3a 
6onbLue, neM cpeAHeHMcnoBOM MoneKynapHbiw 
Bee onpeAeneHHbiM MeTOAOM. 

TepMMH "HaMHoro BbiLue" b tom CMbicne, KaK 
oh ncnonb30BaH Bauje, 03Ha^aeT, hto 
cpeAHeHncnoBOM MoneKyn^pHbiPi Bee, 
onpeAeneHHbM no KOHi^eBbiM rpynnaM, 
npn6nn3HTenbHO b ABa pa3a v\nv\ 6onee Bbime, 
MeM cpeAHeMncnoBoPi MoneKynapHbiPi Bee, 
onpeAeneHHbiM GPC. 

npeAnoMTMTenbHbiM nonnMepoM b u,ennx 
HacTO?iLAero H3o6peTeHi/m nBnnercn nonnMep, 
noKa3biBaioLAHM cyuj,ecTBeHHoe cooTBeTCTBue 
Me>KAy cpeAHenncnoBbiM MoneKyn?ipHbiM BecoM , 
onpeAeneHHbiM GPC, m cpeAHenncnoBbiM 
MoneKynapHbiM BecoM, onpeAeneHHbiM no 
KOHueBbiM rpynnaM. 

B Ka^ecTBe KOHKpeTHbix npuMepoB 
6nopa3naraeMoro nonMMepa, MMeioLAero 
KOHU,eByio KapGoKCkinbHyto rpynny, MoryT 6biTb 
ynoM?iHyTbi nonnMepbi m cononnMepu, paBHO 

KaK MX CMeCM, KOTOpbie CHHTe3HpOBaHbl H3 

OAHoro nnn 6onee bmaob a-OKCM KucnoT 
(HanpuMep, rnnKoneBa?i KMcnoTa, MonoHHa^ 
KucnoTa, OKCHMacnflHaa KMcnoTa, v\ t.a), 
OKCMKap6oHOBbix KucnoT (HanpMMep, nuMOHHafi 
KucnoTa), m t.a. no peaKi^nn HeKaTannTM^ecKoPi 
AerMApaTMBHOM nonnKOHAeHcai^MM, 
nonn-- oc-i^naHoaKpunoBbix cno>KHbix scjDnpoB, 
nonnaMMHO KucnoT (HanpuMep, 

nonn-- y-6eH3nn-L-rnyTaMHHOBan KucnoTa n 
t.a), cononnMepoB ManenHOBoro aHrnApnAa 
(HanpuMep, cononnMep CTkipona n ManenHOBoti 
KUcnoTbi n t.a ) h TOMy noAO^Hbix. 

no cnoco6y nonnMepMsai^Mfl MO>KeT 6biTb 
CTaTHCTHHecKOM, 6noHHOM nnn npuBMTOM. B 

nio6aq 



cny^ae, KorAa 
BbiLueynoMHHyTbix 

OKCHAHKap60HOBblX 
OKCMTpHKap60HOBblX 

aKTMBHbiPi ueHTp 
Mcnonb30BaTbca nioGbie D-, L- n 
Ei/iopa3naraeMbiti nonnMep, 



M3 

Ot~KMCnOT, 
KMCnOT M 
KMCnOT MMefOT OnTMHeCKM 

b MoneKyne, MoryT 
DL-0opMbi. 
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nOJIMMepOM, BKJIKDHaHDLL^MM CMeCb (A) 

cononnMepa muKoneBOM KMcnoTbi v\ 

OKCklKap60HOBOM KMCJlOTbl 0&\1\&V\ CjDOpMyJIbl II. 



HOCHCOOH 

b KOTopoCi R npeflCTaBnaeT ariKunrpynny c 
2-3 aTOMaMH ymepofla, 

H (B) H nonMMOnOHHOM KUCJIOTbl, MJ1M 

cononnMepa MonoHHOM KMcnoTbi - rnMKoneBOM 

KUCJIOTbl. 

l~lo OTHOLueHWK) k o6[i\e\A cjDopMyne [II] 
nnHeMHbie mjim pa3BeTBneHHbie anKunrpynnbi c 
2-3 aTOMaMM yrnepoAa, npeflCTaBneHHbie P, 
BKfiK)MaK)T, Me>KAy npoHMX, stuji, npon^n, 
M3onponnn 3 6yTnn, M3o6yTnn, BTop-6yTMn , 
TpeT-6yTHJi, neHTMii, M3oneHTnn, HeoneHTMn, 
TpeT-neHTun, 1-3Tnnnponnn, reKCMn, 

M30n3KCMn, 1 J-flMMeTHJieyTHJI, 

2,2-flMMeTnn6yTMn, 3,3-AMMeTMnoyTMn v\ 
2-3Tnn6yTnn. 

Cpeflu hmx npe,qnoMTMTenbHbiMM flBnaraTCfl 
nnHeMHbie hjim pa3BeTBneHHbie anKMnbi c 2-5 
aTOMaMM ymepofla. OcooeHHo, stmji, npormn, 
M3onponnn, 6yjv\n n n3o6yTnn 

n pe An o h t h Ten b h bi . 

OKCMKap6oHOBa?i KucnoTa oGL^eM cf)opMyribi 
II BKTiK^aeT, cpeflu npoHMX, 2-OKCHMacjiflHyfo 
KucnoTy, 2-OKCMBanepnaHOByK) KMcnoTy, 
2-OKCM-3-MeTMfiMacnaHyfo KMcnoTy, 
2-OKCMKanpoHOByjo KucnoTy, 
2-0Kcnn30Kanp0H0ByKi KucnoTy v\ 

2-OKCMKanpoHOByK3 KucnoTy. 

npeAnOHTHTeJIbHblMM flBnfllOTCfl 2- 

OKCHMacrmHafl KucnoTa, 2-OKCMBanepMaHOBafl 
KMcnoTa, 2-OKCn-3-MeTnriMacriflHaq KMcnoTa m 
2-OKCMKanpoHOBafi KucnoTa. 

Han6onee npeAnoHTHTenbHO 
OKCMKapOOHOBOM KMCnOTOM aGu^eM cjpopMynbi [II] 
flBflflfOTCfl 2-OKCHMaCJ15qHasq KMCJIOTa. XOTfl 9TM 

OKCHKap6oHOBbie KMcnoTbi MoryT 6biTb b qbopivie 
D-, L- m D 3 L-coeAMHeHMM, D-/L-cooTHOLueHne 
(moji.%) npeAnoHTMTeribHO HaxoAMTcn b 
MHTepBane npM6nn3MTeribHO ot 75/25 ao 25/75. 
Bonee n peAn oh tm Ten bHbiM BapnaiHTOM 
BonnomeHna M3o6peTeHH?i ABnfieTCfl 
OKCHKapSoHOBafl KMcnoTa c D-/L-cooTHOLueHneM 
(Mon.%) b MHTepBane npki6nn3MTenbHO 60/40 ao 
40/60. Han6onee npeAnoHTMTenbHOM flBnfleTca 
OKCHKap6oHOBa5R KucnoTa c D-/L-cooTHOLueHneM 
(moji.%) b MHTepBane npn6nn3HTenbHO ot 55/45 
AO 45/55. 

no OTHOLueHMio k cononMMepy rnnKoneBOM 

KMCnOTbl \A Ha3BaHHOM OKCHKap60HOBOM KUCnOTbl 

o6LL^eti Qbopiviynbi [II] (Aanee 3Aecb ynoMMHaeTC* 
KaK cononniviep rnnKoneBOM KucnoTbi) cnocoG 
cononnMepusai^MM MO>KeT 6biTb 

CTaTMCTMHeCKMM, OTlOHHblM UnM npHBMTblM . 

npeAnoHTHTenbHbiMn HBnfltoTCfl CTaTunecKne 
cononnMepbi. 

OKCHKap6oHOBbie KMcnoTbi o6Luei?i cipopMynbi 
[II] MoryT 6biTb ncnonb30BaHbi OTAenbHO win b 

KOM6MHai_|MM. 

npeAnoHTMTenbHbie cooTHomeHMfl 
rnMKoneBOM KMcnoTbi m OKCMKap6oHOBoFi 
KMcnoTbi [II] b Ha3BaHHOM cononMMepe 
rnnKoneBOM KMcnoTbi (A) cocTaBn^FOT 
npn6nn3MTenbHO ot 10 ao 75 Mon.% v\ 

OCTaBLJJHeCfl AO 100% - OKCMKapOOHOBOM 

KMcnoTbi. Bonee xenaTenbHO, HTo6bi 
cononnMep coctorti npuSnnsnTenbHO Ha 20-75 
Mon.% M3 rnnKoneBoPi KucnoTbi v\ b ocTanbHOM 
M3 OKCMKap6oHOBOM KucnoTbi. HanSonee 
>KenaTenbHO, HTo6bi cononMMep cocTOiqn 
npn6nn3MTenbHO Ha 40-70% M3 rnnKoneBOM 
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KUCJIOTbl H B OCTanbHOM M3 OKCVIKapSOHOBOM 

KucnoTbi. CpeAHeBecoBOM MoneKyn?ipHbiM Bee 
Ha3BaHHoro cononMMepa rnnKoneBOM KucnoTbi 
MO>KeT H3MeHflTbc?i npn6nM3HTenbHO ot 2000 ao 
50000. npeAnoHTHTenbHbitf HHTepBan 
cocTaBnneT npn6nn3MTenbHO ot 3000 ao 40000. 
Han6onee npeAnonTHTenbHbifi MHTepBan 
cocTaBnaeT npn6nM3MTenbHO ot 8000 ao 30000. 
CTeneHb A^cnepcHOCTH (cpeAHeBecoBOM 
MoneKyn^pHbiw Bec/cpeAHenncnoBOM 
MoneKynqpHbiM Bee) npeAnoHTHTenbHO 
HaxoAMTCfl b HHTepBane npM6nn3MTenbHO ot 1 ,2 
AO 4 3 0. OcooeHHO npeAnoHTMTenbHbiMM 
SBn^HDTC^ cononnMepbi co cTeneHbho 
AncnepcHOCTM b MHTepBane npn6nn3MTenbHO ot 
1 ,5 ao 3,5. 

Cononniviep muKoneBOM KucnoTbi (A) MO>KeT 

6blTb CMHTe3MpOBaH no H3BeCTHOM MeTOAMKe, 

HanpuMep, cnoco6oM, onucaHHbiM b 
Bbino>KeHHOM 3anBKe TlnoHMM N 28521/1986. 

nonnivionoHHaa KucnoTa a^^ npnivieHeHUJR b 
HacTOflLU.eM M3o6peTeHHM MO>KeT GbiTb L- nnn 
D-coeAHHeHweM n njo6oM mx CMecbK). 
npeAnoHTMTenbHbiMn ^BnfiK)TCfl CMecw c 
D-/L-cooTHOi_ueHneM (Mon. %) b MHTepBane 
npM6nM3MTenbHO ot 75/25 ao 20/80. HaMOonee 
npeAnoHTMTenbHbiM fiBnaeTCfi 
D-/L-GOOTHOLueHMe (Mon.%) nonMMonoHHOM 
KMcnoTbi npM6nM3MTenbHO ot 60/40 ao 25/75. 
HaMnyHLUMM cooTHOLueHMeM D/L (Mon.%) 
nonMMonoHHOM KMcnoTbi flBnfleTca 
npM6nM3MTenbHO ot 55/45 ao 25/75. 
CpeAHeBecoBOM MoneKynapHbiM Bee 

nonMMOnOHHOM KMCnOTbl HaXOAMTCJI 

npeAnoHTMTenbHO b MHTepBane ot 1500 ao 
30000, HaM6onee npeAnoHTMTenbHO ot 2000 ao 
20000 m eu^e 6onee >KenaTenbHO 
npM6nM3MTenbHO ot 3000 ao 15000. CTeneHb 
AMcnepcHOCTM nonMMonoHHOM KMcnoTbi 
HaxoAMTca npn6nn3HTenbHO ot 1,5 ao 3,5. 
nonMMonoHHaa KMcnoTa MO>KeT 6biTb 

CMHTe3MpOBaHa AByMfl M3BeCTHblMM 

anbTepHaTMBHbiMM cnocoOaMM, a MMeHHO 
cnocoGoM, BKnKDHaKDLAMM nonMMepM3ai_iMK) c 
pacKpbiTMeM Konbi4a naKTMAa, KOTopbiM 
EBnaeTCfl A^^epoM MonoHHOM KMcnoTbi, m 
cnoco6oM, BKnfOHatOLAMM A^rMApaTMBHyio 
nonMKOHAeHcai^MK) MonoHHOM KMcnoTbi. fln^ 
nonyneHM5H nonMMonoHHOM KMcnoTbi 
cpaBHMTenbHO HM3Koro MoneKynapHoro Beca 
An?i npMiweHeHMfl b HacToameM M3o6peTeHMM 
n peAn oh tm Ten bHbiM smnfleTcn cnocoS, 
BKnfonafOLAMM np?iMyK) A^rMApaTMBHy^ 
nonMKOHAeHcau,Mfo MonoHHOM KMcnoTbi. 3tot 
cnoco6 onMcaH, HanpMMep, b Bbino>KeHHOM 
3aqBKe ^InoHMM 28521/1986. 

B cpapMaKonorMHecKOM ocHOBe, 

npMMeHfleMOM b HacTO^LAeM M3o6peTeHMM, 
cononMMep rnMKoneBOM KMcnoTbi (A) m 
nonMMonoHHOM KMcnoTbi (B) Mcnonb3yeTC^ b 
(A)/(B) cooTHOLueHMM (no Becy) npM6nM3MTenbHO 
ot 10/90 ao 90/10. npeAnoHTMTenbHO 
cooTHOiueHMe civiecM npM6nM3MTenbHO 20/80 - 
80/20. HaM6onee >KenaTenbHoe cooTHOiueHMe 
CMecM cocTaBnaeT npM6nM3MTenbHO ot 30/70 ao 
70/30. EcnM Aon^ nM6o (A), nM6o (B) cnMUJKOM 
BenMKa, KOHeHHbiM npenapaT 6yAeT noKa3biBaTb 
naTTepH BbicBo6o>KAeHMfl neKapcTBeHHoro 
cpeACTBa, He3HaHMTenbHO OTnMHaioLAMMC^ ot 
naTTepHa, nonyneHHoro npM Mcnonb30BaHMM 
OTAenbHO nM6o (A), nM6o (B), hto 03HanaeT, 

HTO nMHeMHbIM naTTepH BblCB060>KAeHMfl Ha 

nocneAHeM CTaAMM BbicBoeo^eHMq, KOTopbiM 

AOCTM>KMM CO CMeLUaHHblM OCHOBaHMeM, He 

MO>KeT 6biTb nonyneH. CTeneHb m ckopoctm 
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Bbi,qeneHHfl cononniviepa muKoneBon KucnoTbi n 

nOJIMMOJIOHHOM KMCnOTbl 3HaHMTeJ1bHO 

M3MeHflfOTCfl C HX MOneKynflpHbIMM BecaMM M 

cocTaBOM, ho Boo6Lne roBopn, nocKonbKy 

CKOpOCTH pa3DO>KeHH^ M BblCBOOOKAeHHfl 

cononnMepa muKoneBOM Ki/icnoTbi 

cpaBHUTenbHO bwcokh, nepnoA BbicBo6o>t<AeHHfl 
MO>KeT 6biTb yBenn^eH noBbiiueHkieM 
MoneKyxifipHoro Beca nonnMonoMHOM KMcnoTbi 
v\nv\ CHH>KeHneM cooTHOLueHixia cMeci/i (A)/(B). 
HanpoTMB, npoAon>KHTeribHOCTb 
BbicBo6o>KfleHMfl mo>kbt GbiTb coKpameHa 
CHM>KeHMeM MoneKyjiflpHoro Beca 

nOJlUMOJlOHHOM KHCnOTbl MJ1M yBenwneHHeM 

(A)/(B) cooTHOLueHMfi CMecn. KpoMe Toro, 
npoAon>KHTenbHOCTb BbicBo6o>KAeHi/ifl MO>KeT 
perynkipoBaTbCfl M3MeHeHneM BMfla mjim 
OTHOCMTenbHoro KonuinecTBa OKCHKap6oHOBOM 
KucnoTbi o6u4eM cfopMynbi II. 

Kor,qa b Ka^ecTBe 6nopa3naraeMoro 
nonwviepa ncnonb3yeTCfl cononkiMep mojiohhoCi 
KMcnoTbi h rnwKoneBofi KucnoTbi, ero 
nonnMepusaunoHHoe OTHOiueHixie (MonoHHaa 
KucnoTa/rnnKoneBaa KkicnoTa) (Mon.%) 
npeAnoHTHTenbHO npn6nn3HTenbHO ot 100/0 ao 
40/60. Hanoonee >KenaTenbHO cooTHOLueHne 
npn6nn3MTenbHO ot 90/10 ao 50/50. 

CpeAHeBecoBofi MoneKyrifipHbiPi Bee 
Ha3BaHHoro conon^Mepa coeraBnfleT 
n peAn oh t n Ten b ho ot 5000 ao 25000. Han6onee 
>KenaTejibHbiCi HHTepBan npn6riM3MTeribHO ot 
7000 ao 20000. 

CreneHb AncnepcHOCTM (cpeAHeBecoBOM 
MoneKynapHbiM Bec)/cpeAHeHMcnoBofi 
MoneKyji?ipHbiM Bee) Ha3BaHHoro cononi/iMepa 
cocTaBnaeT npeAnoHTMTenbHO ot 
npn6riH3MTenbHO 1,2 ao 4,0. Bonee 
jKenaTenbHbiii HHTepBan npwonw3HTenbHO ot 1,5 
AO 3,5. 

BbiLueynoMfiHyTbiM cononnMep mojiohhom 
KMcnoTbi n muKoneBOM KucnoTbi MO>KeT 6biTb 

CMHTe3HpOBaH no H3BeCTHOM MeTOAUKe, 

HanpkiMep, no cnocooy, onucaHHOiviy b 
Bbino>KBHHo£i safiBKe ^InoHnn 28521/86. 

Pa3flO>KeHHe H CKOpOCTb MCHe3HOBeHHfl 

cononniviepa mojiohhom KucnoTbi m rriMKoneBoPi 

KMCJlOTbl 3HaHMTeribHO H3MeH5ReTCfl C COCTaBOM H 

MoneKyjifipHbiM bgcom, ho BOo6~U4e roBopa, neivi 
MeHbLue AOJ15H muKoneBOM KHcnoTbi, TeM HM>Ke 

pa3TIOXeHMe M CKOpOCTb HCHe3HOBeHMfl. 
ri03TOMy npOAOJ1>KMTeribHOCTb BblCB06o>KAeHM5R 

neKapcTBeHHoro cpeACTBa MO>KeT 6biTb 
yBennneHa CHMxeHneM Aonw muKoneBOM 
KucnoTbi nnn yBennHeHneivi MoneKynapHoro 
Beca 

HanpoTUB, npoAon>KHTenbHOCTb 
BbiCBo6o>KAeHMfl MO>KeT 6biTb yivieHbUjeHa 
yBennHeH^eM aojim niMKoneBoti KucnoTbi mjih 
CHM>KeHneM MoneKynapHoro Beca. flrm 
nonyneHMfl npenapaTa c AnHTenbHbiM 
(Hanpniviep, 1-4 Mecf^a) nepnoAOM 
3aivieAneHHoro BbiCBo6o>KAeHi/m, 
npeAnoHTHTenbHO ncnonb30BaTb conoxiniviep 
MonoHHoCi KucnoTbi w muKoneBOM KucnoTbi c 
nonnMepn3ai4MOHHbiM OTHOiueHneM, 
HaxoAflLA MMCfl B BbiLueynoM?iHyTOM MHTepBane, 
n cpeAHeBecoBOM MoneKynapHbM Bee b 
ynoM^HyTOM Bbime HHTepBane. C cononwMepoM 
mojiohhoCi KucnoTbi m muKoneBOM KucnoTbi, 
MMeioLAUM 6onee BbicoKyro CKopocTb 
pa3Jio>KeHkm, HeM HaOriKDAaeTca Ana 
BbiiueynoMflHyTbix HHTepBanoB 
nonnMepn3au,noHHoro OTHOLueHM^ n 
cpeAHeBecoBoro MorieKyrmpHoro Beca, TpyAHO 
KOHTponnpoBaTbcq HanaribHbiCi HMnyribc. 
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HanpoTMB, Ana conoriMMepa motiohhom kmcjiotn 
m muKoneBOM KucnoTbi, noKa3biBafOLAero 6onee 

HM3KyK) CKOpOCTb pa3TIO>KeHMfl, HeM CKOpOCTb 

Ana Ha3BaHHbix HHTepBanoB 

nonnMepki3ai4MOHHoro OTHOLiieHna n 
cpeAHeBecoBoCi MoneKynapHbiCi Bee, B03HMKaeT 
TeHAeHL\Mfl oSpa30BaHna nepnoAOB, bo Bper/ia 
KOTopbix neKapcTBeHHoe cpeACTBO He 
BbicBo6o>KAaeTcsi b 3cf)cjDeKTMBHOM KonnnecTBe. 

B HacToameM onucaHnn cpeAHeBecoBOM 
MoneKynapHbiM Bee n CTeneHb AncnepcHOCTM 
03HanafOT MoneKynapHbiM Bee b OTHOLueHMM 
nonncTupona, onpeAeneHHbiM nyTeM 
renbnpoHMKaK)LU,e^ xpoiviaTorpactDnn (GPC), 
ncnonb30BaHMeM 9 nonMCTuponoB co 
cpeAHeBecoBbiMM MoneKynapHbiMW BecaMM 
120000, 52000, 22000, 9200, 5050, 2950, 
1050, 580 n 162 b KanecTBe CTaHAapTOB n 
CTeneHb AncnepcHOCTM, paccnuTaHHyfo 
ncnonb30BaHneM nonyneHHoro MoneKynapHoro 
Beca, cooTBeTCTBeHHO. BbiujenpuBeAeHHoe 
onpeAeneHne npoBOAnnn, ncnonb3yq GPC 
KonoHKy KF804 L.2 (Showa Denko), PI Mohmtop 
L-3300 (Hitachi) w xnopoc(DopM b KanecTBe 

nOABHWHOM C|Da3bl. 

npenapaT 3aMeAneHHoro BbicBo6o>KAeHna 
HacTOflLU,ero n3o6peTeHMa nonynaK)T 
pacTBopeHneM nenTHAa [I] n 6nopa3naraeMoro 
nonnMepa, MMefOLAero KOHi^eByfo 

Kap6oKcnnbHyK) rpynny b pacTBopnTene, 
KOTopbiM ^BnaeTca b ochobhom 
HecMeixiMBaeMbiM c boaom, h 3aTeM yAanaa 
Ha3BaHHbiM pacTBopwTenb. 

PaCTBOpHTenb, KOTOpbIM B OCHOBHOM 

HecMeixiMBaeM c boaom, npeACTaBnaeT coSofi 
pacTBopnTenb, KOTopbM He TonbKO no cymecTBy 
He CMeiuMBaeTca c boaoCi m cnocoSeH k 
pacTBopeHMK) 6nopa3naraeMoro nonnMepa, ho 
pacTBopnTenb, KOTopbiM p,enaer 

o6pa30BaBLUntica nonnMepHbiM pacTBop 
cnoco6HbiM k pacTBopeHHHD nenTHAa [I] 
npeAnoHTMTenbHO, oh aBnaeTca pacTBopnTeneM 
c pacTBopuMOCTbK) b BOAe He 6onee 3% 
(Bec/Bec) npn aTMOccj^epHOM TeMnepaType 
(20 °C). TeMnepaTypa KMneHun TaKoro 
pacTBopnTena npeAnoHTMTenbHO He Bbnue 
120 °C. TaKMM o6pa30M, pacTBopMTenb 
BKnfonaeT ranoreHH3npoBaHHbie yrneBOAopoAbi 
(HanpuMep, AnxnopMeTaH, xnopocjDopM, 
xnopaTaH, TpuxnopsTaH , neTbipexxnopucTbiki 
yrnepoA n TaK p,anee), npocTbie anKunoBbie 
aqbupbi c 3 Mnn 6onee yrnepoAHbiMn aTOMaMM 
(HanpuMep, M3onponMnoBbiPi acpup n t.A-). a-nKnn 

>KMpHOM KUCnOTbl (M3 4 yiTiepOAHblX aTOMOB \AH\A 

6onbLue), cno>KHbie aqoupbi (HanpuMep, 6yTMn 
ai^eTaT n TaK flanee), apoMaTunecKne 
yrneBOAopoAbi (HanpuMep, 6eH3on, Tonyon, 
Kcunon, m t.a) n to My noAo6Hoe. 3tm 
pacTBopmenn mop/t GbiTb ncnonb30BaHbi b 
noAXOAflLneM KOM6nHai4MM 2 nnn 6onee 
pa3HOBHAHOCTeM . Bonee xenaTenbHbiMM 
pacTBopnTen^MH nsnnwrcn 
ranoreHM3wpoBaHHbie yrneBOAopoAbi 
(HanpuMep, AnxnopMeTaH, xnopocfcopM, 
xnopaTaH, TpuxnopsTaH , neTbipexxnopucTbiM 
yrnepoA, n t.a.) Han6onee >KenaTeneH 
AMxnopMeTaH. 

YAaneHne pacTBopnTena MO>KeT 6biTb 
BbinonHeHO no n3BecTHbiM MeTOAMKaM. 
HanpuMep, cnoco6oM, BKnfOHafoiAUM 
ynapuBaHne pacTBopniena npn aTMOccpepHOM 
AaBneHnn nnn npn nocTeneHHOM noHM>KeHMH 
AaBneHna c nocTO^HHbiM nepeMemnBaHneM c 
noMOLAbio nponennepHoCi MeujanKH nnn 
MamnTHOM MemanKM, nnn cnoco6oM, 
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BKnK)HaKDLi^nM ynapHBaH^e pacTBopmenfl npn 

KOHTpOJIMpyeMOM nOHH>K6HHM flaBJieHMfl B 

poTopHOM ncnapMTene. 

ComacHO cnocooy n3o6peTeHna Arm 
nonyHeHkm npenapaTa 3aMeAneHHoro 
BbicBoGoKfleHMn, pacTBopeHne nenTMfla [I] n 
6nopa3naraeMoro noni/iMepa c kohl^qbom 
Kap6oKcnribHOM rpynnow 03HanaeT Aoorn>KeHne 

T3KHX ycnOBHW, npM KOTOpblX B 

o6pa30BaBLueMCfl pacTBope OTcyTCTByeT 
BM3yanbHO Ha&nioflaeMbiM ocaflOK 

HepacTBopuBLueroc^ nemnfla npn o6bMHOM 
TeivinepaType (20°C). B stom tpowhoh cwcTeivie, 
cocTOfiLneM M3 nenTHAa [I] , 6nopa3JiaraeMoro 
nojiniwepa h pacTBopnTena, Koni/i^ecTBo 
nenTHfla, KOTopoe mo>k6t 6biTb pacTBopeHO, 

3aBMCMT OT HMCJia KOHU.eBblX KapGOKCHJIbH blX 

rpynn Ha eflHHHL4y Beca 6nopa3naraeMoro 
nonniviepa. B cnyqae, Korfla nenTHfl m KOHU,eBan 
KapGoKCMJibHafl rpynna B3anMO,qeMCTByioT b 

COOT HOLUe HUM 1:1, TeopeTH'-ieCKM MO>KeT 6blTb 

pacTBopeHO TaKoe >Ke MonapHoe KOJinnecTBO 
nenTMAa, KaK n KOJinnecTBO kohl^sbom 
KapGoKcmibHoCi rpynnbi. nosTowiy o6o6LAeHne 
3aTpyflHeHO b cbk3\a c tqm, hto HeooxoAHMO 
coneTaTb pacTBopnTerib m MoneKyjiapHbiM Bee 
nenTMAa v\ 6nopa3naraei\/ioro nonmviepa. 
OflHaKO, npw nonyneHnn npenapaTa 
3aivieAneHHoro BbicBo6o>KAeHHfl nenTMA mo>k©t 
6biTb pacTBopeH b HHTepBane npn6nn3MTenbH0 
ot 0,1 flo 100% (Bec/Bec), npeAnoHTMTenbHO 
npn6nn3MTenbHO ot 1 ao 70% (Bec/Bec), 
HaM6onee >KenaTenbHO npn6nn3MTenbHO ot 2 f\o 
50% (Bec/Bec), OTHOCMTeribHO 6kiopaanaraeMoro 
nonnMepa, KOTopbiw pacTBopneTC* b 
pacTBopnTene. 

flanee HacTOflLnee n3o6peTeHne othocmtcfi k 
cnocooy nonyneHMfl npenapaTa saivieAneHHoro 

BblCBO^OKfleHMfl, KOTOpbIM BKTIK)HaeT 

pacTBopeHne 6"wopa3naraeMoro nonnMepa, 
BKnfOMafOLL^ero civiecb (A) cononnMepa 
rnnKoneBOM KucrioTbi m oKCHKapooHOBofi 
KucnoTbi o6u4eM cpopMynbi 



HOCHCOOH 

b KOTopoPi R o6o3HanaeT ariKMnrpynny M3 2-8 
ymepoAHbix 3tomob, 

H (B) nOJIMMOJIOHHOM KMCJIOTbl \A B 

3HaMHTenbHoffi CTeneHM BOAOHepacTBopi/iMoro 
cf)H3nonornHecKM aKTMBHoro nerrruiAa mjim ero 
conn b pacTBopkiTene, KOTopbiM b ochobhom He 
CMeujwBaeTCfl c boaom, h 3aTeM yAaneHne 
Ha3BaHHoro pacTBopwTerm. 

B 3HaHHTenbHOM CTeneHM 

BOAOHepaCTBOpMMbIM C|DM3MOnorMHeCKH 

aKTMBHbiM nenTMA He jiBrmeTCfl CTporo 
onpeAeneHHWM n BKnfonaeT 

ecTecTBeHHO-npupoflHbie, cnHTeTM^ecKne m 
nonycMHTeTHMecKMe nenTi/iflbi. 
npeAnoMTMTenbHbi cjDM3nonorM , -iecKM aKTMBHbie 
nenTMAbi, coAep>Kau4ne OAHy v\nv\ 6onee 
apoMaTunecKHX rpynn (Hanpniviep, rpynnbi, 
flBJiflMDii^necfl npoM3BOAHbiMH 6eH3ona, 
HacjDTariMHa, cpeHaHTpeHa, aHTpaueHa, 
nup^AHHa, nupona, MHAona, n t a) b 6oKOBbix 
u,enflx. Bonee npeAnoHTMTenbHbiMM 

Cf)M3MOnorMHeCKM aKTHBHblMM nenTMAaMM 

flBfiflfOTCfl nenTMAbi, MiviefOLAne 2 mjih Gonee 
apoiviaTHHecKnx rpynn b Sokobux u,enax. 
OcoSeHHO npeAnoHTMTeribHbi 4)H3nonarnHecKH 
aKTMBHbie nenTMAbi, HMefOLAMe 3 nun 6onee 
apoMaTHMecKnx rpynn b GoKOBbix i^enqx. 3tm 
apoMaTunecKne rpynnbi MoryT 6biTb 
AononHMTeribHO 3aMeLL\eHHbie. 
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CymecTBeHHO BOAOHepacTBopwMbiM 
4)M3MonornHecKM aKTMBHbiM nenTMAOM Ana 
npwvieHeHMfl b HacTOflLneM nsoGpeTeHnn 
ABrmeTCfl npeAnoHTHTeribHO nenTMA, 
oOjiaAafOLAUM pacTBopuMOCTbfo He 6onee 1% b 
BOAe, coctoalamm M3 AByx MJin 6onee 
aMMHOKMcnoT \a \amqk)\±\\a\a MoneKyn^pHbiCi Bee 
npki6nn3MTenbHO ot 200 ao 30000. OoriacTb 
6onee npeAnoHTHTenbHoro MoneKynqpHoro Beca 
cocTaBJifleT npn6nn3MTenbHO ot 300 ao 20000 m 
eu^e 6onee >KenaTenbHO npM6nn3MTenbHO ot 
500 ao 10000. 

B KanecTBe npniviepoB Ha3BaHHbix 
4)H3MOJiornHecKM aKTHBHbix nenTHAOB MoryT 
6biTb ynoM^HyTbi aHTaroHMCTbi 
BbiCBo6o>KAaK)Lnero ropMOHbi 
rifOTeHH3MpyfOLAero ropMOHa (LH-RH) (cpaBHM 
naTeHT GLUA N 4.086.219, N 4.124.577, N 
4.253.997 n N 4.317.815 n t.a), HHcyjiMH, 

COMaTOCTaTMH, npOM3BOAHbie COMaTOCTaTHHa 

(cpaBHM naTeHT CLUA N 4.087.390, N 4.093.574, 
N 4.100.117, N 4.253.998 w t.a), ropMOH 
pocTa nponaKTMH, aApeHOKopTMKOTponHbiki 
ropMOH (ACTH), MenaHOU,HT CTHMynnpyHDii^MM 
ropMOH (MSH), conn n npon3BOAHbie ropMOHa, 
BbiCBo6o>KAa[OLAero TnponAHbiM ropMOH (cpaBHM 
JP Kokai S-50-121273 n S-52-1 1 6465), 
TupeoTponHbiM ropMOH (TSH), nfOTeHM3npyiou4nw 

ropMOH (LH), CjDOJIJIMKyriOCTLIMyJIMpyHDLAMM 

ropMOH (FSH), Ba3onpeccnH, npon3BOAHbie 
Ba3onpeccnHa, okcmtou.hh, Karibi^HTOHMH , 
HacTpnH, ceKpeTHH, naHKpeo3HMHH , 

XOfiei^MCTOKUHMH, aHrHOTeH3MH, HeriOBeMecKMM 

nnaLjeHTapHbifi naKToreH, HenoBenecKUM 
xopeoHMMecKUM roHaAOTponnH (HCG), 
3HKecjDapnH, SHKecj^ariMH, npon3BOAHbie 
3HKe0ariMHa (cp. naTeHT CLUA N 4.277.394, 
EP-A N 31 .567), 3HAopc|DHH, kmotc)dmh, Tya>TenH, 

THMOnOM3TMH, THM03klH, TMMOCTMMyJlHH , 

TUMUMecKUM ryivioparibHbiM cjDaKTop, TTO (THF), 

CblBOpOTOHHbM TMMMHeCKUM C^^KTOp, CTO (FTS), 

n ero npon3BOAHbie (cp. naTeHT CLUA N 
4.229.438), Apyrne TMMnnecKMe ctDaKTopbi, 
onyxoneBbiM HeKpo3HbiM abaKTop (TNF), 
KonoHnecTHMyrinpyfOLAnCi cjDaKTop (CSF), 

MeTI/lflHH, AHHOpcjDMH, 60M6e3MH, HeMpOTeH3MH, 

AepynenH, 6paAMKMHMH, npeAcepAHbiM 
(HaTpypeTMHecKMM) c(DaKTop, HepBMHecKMM 
cj^aKTop pocTa, c^aKTop KJieTOHHOrO pocTa, 
HePipoTpocjDHMecKUM cftaKTop, nenTMAbi, 
MMeioiAne SHAOTeriMH aHTaroHUCTMHecKyio 
aKTMBHOCTb (cp. EP-A N 436189, N 457195 m N 
496452, JP Kokai H-3-94692 m 03-130299) u 
cppanvieHTbi npow3BOAHbix othx c|DH3MonorMHecKH 
aKTMBHbix nenTMAOB. 

KoHKpeTHbiMM npuMepaMU 4)M3MonornHecKM 
aKTMBHoro nenTHAa fiBrififOTca cjDM3nonornHecKH 
aKTMBHbie nenTHAbi n conn, KOTopbie SBn^fOTCfi 
aHTaroHncTaMi/i BbicBo6o>KAaHDLAero ropMOHbi 
nfOTeHM3npyioLAero ropMOHa (LH-RH) n none3Hbi 
Ana ne^eHna 3a6oneBaHHM, CB?i3aHHbix c 
ropMOHanbHOM saBncnMOCTbio, TaKnx KaK paK 
npeACTaTenbHow >Kene3bi, rnnepTpoc|DHfl 
npeACTaTenbHOM >Kene3bi, 3HAOMeTpno3, MMOMa 
MaTKM, npe>KAeBpeMeHHoe nonoBoe 

co3peBaHne, paK MonoHHOM >Kene3bi v\ t.A-, m b 
KanecTBe KOHTpai4enTHBOB. 

0M3MonornHecKM aKTnBHbiM nenTMA Ana 
ncnonb30BaHn« b HacTOflLU,eivi H3o6peTeHHn 
ivio>KeT 6biTb b cjDopivie conn, xenaTenbHO 
cjoapMaKonornnecKM npkieMneMOM conn. KorAa 
Ha3BaHHbiM nenTnA nivieeT ocHOBHyio rpynny, 
TaKyfo KaK aMUHO, BbiLueynoMflHyTafl coiib MO>KeT 
6biTb, k npMMepy, conbra c HeopraHMHecKOM 
KncnoTOM (HanpnMep, xnopncTOBOAopoAHon 
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KMCnOTOM, CepHOU KMCJIOTOM, a30THOH KMCJIOTOH 

m t.A-) nnn opraHnnecKOM kmcjiotom (Hanpniviep, 
yronbHOM kmcjiotom, BOflopoflHoPi yronbHOM 
KucnoToPi, fiHTapHOM KMCJioTOM, yKcycHOM 
KucnoToPi, nponnoHOBoPi KMcnoTOM, 

Tpnc(DTopyKcycHOM kucjiotom m t.a). KorAa 
nenTMA HMeeT KMcnoTHyto rpynny, Ta«yK) KaK 
KapSoKcun, conb mo>kgt, Hanpniviep, 6biTb conbKO 
c HeopraHMHecKMM ocHOBaHMeM (HanpMMep, 
LL^enoHHbie MeTannw, TaKne KaK Kanbu,MM, 

MarHUbl 1/1 T.A ) HJ1H OpraHMMeCKMM OCHOBaHMeM 

(Hanpniviep, opraHnnecKne aMUHbi, TaKne KaK 

TpH3THJiaiVlMH H T.A-, M OCHOBHbie aMMHOKMCJIOTbl, 

TaKne KaK aprMHMH v\ t.a). KpoMe Toro, 
nenTMA MO>KeT 6biTb b cf)opivie KOMnneKCHoro 
coeAHHeHna MeTanna (Hanpniviep, KOMnneKca 
MeAH, KOMnneKca i4MHKa, m t.a.). 

KoHKpeTHbie npniviepbi cf)M3nonornMecKM 
aKTMBHoro nenTMAa nnn ero conn MoryT 6biTb 
B3flTbi b naTeHTe CLUA N 5110904, Journal of 
Medicinal Chemistry 34, 2395-2402, 1991, 
Recent results in Cancer Research 124, 
113-136, 1992, n Apyroti nuTepaType). 

KpoMe Toro, cpeAH Apyrnx MoryT TaiOKe 6biTb 
ynoM^HyTbi cjDH3HonornHecKH aKTMBHbie nenTHAbi 
o6LU,ePi cfcopMynbi [I] w hx conn. 

KpoMe Toro, Aawe KorAa c£M3MonorMHecKM 
aKTMBHbiM nenTnA aBnaeTCfl BOAopacTBopnMbiM, 
oh MO>KeT 6biTb npeBpaLAeH b npon3BOAHoe 
coeAHHeHne, KOTopoe 6yAeT pacTBopnMbiM, v\nv\ 
npeBpau^eH b HepacTBopniviyK) corib c 
BOAOHepacTBopnMOM kucjiotom (Hanpniviep, 
naMoeBaa KucnoTa, Ay6"nnbHaq KucnoTa, 
CTeapuHOBas KucnoTa, nanbMMTMHOBas KucnoTa 
m t a ) h ncnorib30BaH b cnoco6e n3o6peTeHnn. 

Koni^iHecTBO c)3H3MOJiornHecKM aKTMBHoro 
nenTMAa b npenapaTax HacTOflmero 
M3o6peTeHM« saBUCMT ot BMAa nenTMAa, 
o>KMAaeMoro cpapMaKonorMHecKoro scjDcpeKTa m 
>KenaeMOM AnMTenbHOCTM asmctbwa h t.a 
OAHaKO, o6bNHO, oh ncnorib3yeTCfi b 
COOTHOLlieHUM npn6nn3HTeiibHO OT 0,001 ao 50% 

(Bec/Bec), >KenaTeribHO npn6nn3HTeribHO ot 0,01 
AO 40% (Bec/Bec), HanSonee >KenaTen bHO 
npn6jiM3MTenbHO ot 0,1 ao 30% (Bec/Bec), 
OTHOCMTeribHO 6nopa3naraeMOM nonMMepHOM" 

OCHOBbl. 

Mcnorib3yeMbiM b cnocooe pacTBopnTerib 
ABniReTcn TaKMM, KaK onucaHO Bbime. 

YAaneHne pacTBopHTerm MOKeT 6"biTb 
BbinonHeHO TeM we cnocoooM, hto onMcaH 

BblLlie. 

npeAnoMTfiTenbHbiM cnoco6oM nonyneHMfl 
npenapaTa 3aMeAneHHoro BbicBo6o>KAeHHfl 
HacTO^LAero M3o6peTeHMfl ABnseTCfl cnocoS 
MHKpoKancyjiflunn, Mcnonb3yfoiAMM TexHonorMfo 
BbicyujuBaHun b BOAe hjim TexHonornfo 
cjDa3QBoro pa3AeneHkm, KOTopbie onwcaHbi Hki^e, 
nnn rifoGoM aHanornMHbiw 3TOMy cnoco6\ 

Cnocoo", onucaHHbiM HM>Ke, MOKeT 
BbinonHfiTbca c nenTHAQM [I] unn cyLAecTBeHHbiM 

06pa30M BOAOHepaCTBOpHMblM C(DH3MOJ10rHHeCKH 

aKTMBHbiM nenTHAOM, KOTopbiM BKJiHDHaeT nenTMA 

[I] 

TaKMM o6pa30M, nenTMA [I] AO^aBrmeT k 
pacTBopy 6noopraHMHecKoro nonnMepa b 
opraHkinecKOM pacTBopnTene b KOHeHHOM 
BecoBOM cooTHOLueHnn, ynoM^HyTOM 3Aecb 
paHee, atis TaKoro nenTHAa, HTo6bi npuroTOBHTb 
opraHMHecKMCi pacTBopafOLAMM pacTBop, 
coAepwaLAUM nenTHA [I] n 6nopa3JiaraeMbiM 
nonnMep. B cbh3m c stmm, KOHi^eHTpai^ufi 
6nopa3naraeMoro nonniviepa b opraHnnecKOM 
pacTBopnTene n3MeHfleTCfl b cootbotctbhh c 
MoneKynqpHbiM Be com 6nopa3naraeMoro 
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nonniviepa n Tuna opraHMHecKoro pacTBopnTena, 
ho o6bNHO Bbi6wpaeTCfl M3 MHTepBana 
npn6riM3MTejibHO ot 0,01 ao 80% (Bec/Bec). 
npeAnoHTMTejibHaa o&nacTb cocTaBJiaeT 
npki6nn3HTeribHO ot 0,1 ao 70% (Bec/Bec). ELAe 
6oriee >KenaTeribHbiCi HHTepBan 

npn6riM3MTeribHO ot 1 ao 60% (Bec/Bec). 

3aTeM 3tot pacTBop opraHMHecKoro 
pacTBopnTerifl, coAepwaiA^M nenTMA [I] n 
6Mopa3naraeMbiM nonniviep (MacriHHa?i cf)a3a), 
Ao6aBn^fOT k boahom cfase Arm nonyneHM^ O 
(MacriflHafl opa3a) A/V (BOAHas c|Da3a) SMynbCMH. 
PacTBopMTerib MacrmHOM cf:a3bi 3aTeM 
ynapuBaHDT ati^ nonyneHHfl MMKpoKancyn. 
06"beM boahom c|Da3bi Ana 3Toro cnoco6a 
o6bNHO BbiGnpatOT us MHTepBana 
npn6riM3MTejibHO ot 1- ao 1 0000-KpaTHoro 
oCrbeMa Macn^HOM c)Da3bi. ripeAnoMTM Ten bHbifi 
MHTepBan cocTaBn^eT npn6nM3MTenbHO ot 2 ao 
5000-KpaTHoro m eLAe 6onee wenaTenbHO 
npnGnn3MTenbHO ot 5 ao 2000-KpaTHoro. 

K ynoM^HyTOM Bbiiue boahol* cpa3e MoweT 
6biTb Ao6aBneH siviynbraTop. OiviynbraTopoM 
MO>KeT o6bNHO 6biTb nK)6oe BeiAecTBO, KOTopoe 
npuBOAMT k o6pa3OBaHMK0 CTa6nnbHOM O/W 
aiviynbcun. T.o. 3Aecb MoryT 6biTb ynoMAHyTbi 
aHuoHHbie noBepxHOCTHO-aKTMBHbie BeLAecTBa 
(oneaT HaTpMfi , oreapaT HaTpMfi, naypMn 
cynbcjDaT HaTpM^ n t. a), HenoHHbie 
noBepxHOCTHO-aKTMBHbie BeiAecTBa 

(nOnMOKCH3TMneH-COp6HTaH >KMpHOM KMCnOTbl 

cno>KHbiM 3c|3Mp /Tbmh 80 m Tbmh 60, Atlas 
Powder nonMOKCM3TnneH-KacTopoBoro Macna 
npon3BOAHbie /HCO-60 n HCO-50, Nikko 
Chemicals \a t. a), nonuBMHMnnupponnAOH, 
nonuBMHunoBbM cnupT, 

KapGoKCMMeTMni^ennionosa, nei^nTMH, >KenaTHH, 
manypoHOBafl KucnoTa h t.A- 3th siviynbraTopbi 
MoryT GbiTb ncnonb3QBaHbi He3aBMCHMO Mnw b 

KOM6MHai4HM. KOHL^eHTpai^Mfl MO>KeT 6blTb 

BbiGpaHa M3 MHTepBana npM6nn3MTenbHO ot 
0,001 ao 20% (Bec/Bec). ripeAnoHTHTenbHbiM 
MHTepBan npM6nn3MTenbHO ot 0,01 ao 10% 
(Bec/Bec) m eiAe 6onee xenaTenbHbiM MHTepBan 
npM6nn3MTenbHO ot 0,05 ao 5% (Bec/Bec). 

06pa30BaBLUMec?i MMKpoKancynbi BbiAen^HDT 
u,eHTpMcjDyrnpoBaHMeM MnM ct>MnbTpai4MeM m 

npOMblBatOT HeCKOnbKMMM nopi^MaMM 

AMCTMnnMpoBaHHOM BOAbi Ana yAaneHM5i 
CBo6oAHoro nenTMAa, HanonHMTenn 
GMynbraTopa c noBepxHOCTM, 3aTeM noBTOpHO 
AMcneprMpyiOT b AMCTMnnMpoBaHHOM BOAe MnM 
TOMy noAoSHOM m nMoc(3MnM3MpyK)T. 3aTeM, ecnM 
Heo6xoAMMO, MMKpoKancynbi HarpeBafOT npM 
noHMxeHHOM A^sneHMM Ana AanbHeMLuero 
yAaneHMfl ocTaBLueMca boan m opraHMHecKoro 
pacTBopMTena M3 BHyTpeHHeM nacTM 
MMKpoKancyn. flpeAnoHTMTenbHO, stot cnoco6 
ocyLAecTBnaHDT HarpeBaHMeM MMKpoKancyn npM 
TeMnepaType HecKonbKO (5°C MnM 6onee) Bbiuje 
cpeAMHHOM TeMnepaTypbi oreKnoBaHMfl 
6Mopa3naraeMoro nonMMepa, onpeAeneHHOM c 
noMOLAbKO p,\Adpdpepe\-\[\\AanhL\oro CKaHMpyfoiAero 
KanopMMeTpa npM MHKpeMeHTax TeMnepaTypbi 
ot 10 ao 20°C/mmh, o6bNHO He 6onee 1 HeAenM 
MnM 2-3 AHeM, npeAnoHTMTenbHO He 6onee 24 
nacoB, 3aTeM Kancynbi AOCTMrafOT TeMnepaTypbi 

MMLUeHM. 

npM nony^eHMM MMKpoKancyn cnocoooM 
4)a30Boro pa3AeneHM?i Koau.epBMpyioLAMM areHT 
nocTeneHHO Ao6aBn?ifOT k pacTBopy Ha3BaHHoro 
c|DM3MonorMHecKM aKTMBHoro nenTMAa m 
6Mopa3naraeMoro nonMMepa b opraHM^ecKOM 
pacTBopMTene c nocTOAHHbiM nepeMeujMBaHMeM 
t. o., HTo6bi 6Mopa3naraeMbiM nonMMep Mor 
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SbiTb OTfleneH v\ npeBpaujeH b TBepflbin 
npoflyKT. 3tot KoauepBnpyfOLAMM areHT 
floGaBiiflfOT b o&beMe npMcnnsMTenbHO ot 0,01 
flo 1000 KpaTHoro o6"beivia pacTBopa b 
opraHMHBCKOM pacTBopnTene nennifla [I] m 
6nopa3naraeMoro nonniviepa. 
npeAnoMTHTeribHbiM MHTepBan npn6jiM3MTejibHO 
ot 0,05 flo 500-KpaTHoro v\ em,e 6onee 
>KenaTenbHO npn6nn3MTejibHO ot 0,1 flo 
200-KpaTHoro. 

Koai4epBnpyfOLU,nCi areHT flonxeH 6biTb 
coeflHHeHweM noni/iMepa Tuna MMHepanbHoro 
Macna nnn pacTMTenbHoro Macna, KOTopoe 
CMeujMBaeTCfl c pacTBopHTeneM Ana 
6nopa3JiaraeMoro nonnMepa, ho b to >Ke BpeMa 
He pacTBopaeT nonnMep. B HacTHOCTH , MoryT 
6biTb ynoMfiHyTbi cunnKOHOBoe iviac.no, 
KyH>KyTHoe iviacjio, coeBoe Macno, KyKypy3Hoe 
Macno, Macno xnonKOBoro ceivieHU, KOKOcoBoe 
Macno, nbHfiHoe Macno, MUHepanbHoe Macno, 
H-reKceH, H-renTaH m t.a- 3th Beu^ecTBa MoryT 
6biTb ncnonb30BaHbi b KOM6nHau.nn. 

06pa30BaBLuneca MUKpoKancynbi BbiAenaioT 
cjDMnbTpai^MeM h npoMbiBaioT noBTopHO renTaHOM 
nnn TOMy noflo6HbiM c u,enbfo yAaneHMa 
KoaL^epBupy^Luero areHTa. 3aTeM CBo6oAHbin 
nenTWA h pacTBopnTenb yAanaioT no cnocooy 
BbicyujHBaHHPi b BOfle, KaK onncaHO paHee. 

B cnocooe BbicyujMBaHMa b BOfle nnn npn 
KoaL^epBaTMBHOM cnoco6e MO>KeT 6biTb 
AoGaBneH HHrn6nTop arperau.nn Ana 
npeAOTBpau4eHM?i arperau.nn HacTHU,. MhthGhtop 
arperau,nn BKmo^aeT BOflopacTBopHMbie 
nonncaxapnflbi, TaKHe KaK MaHHMTon, naKTon, 
rnhDK03a, KpaxMan (HanpMMep, KyKypy3HbiM 
KpaxMan) m T.fl., rnni4HH, npoTeHHbi, TaKHe KaK 
cf)n6pnH, KonnareH m T.fl., n HeopraHHMecKMe 
conn, TaKHe KaK xnopwfl HaTpna, KHcnbiM 

CjDOCCjDaT HaTpHjq M TOMy noAoo~Hbie. 

B npon3BOACTBe MHKpoKancyn cnocoooM 
pacnbinMTenbHoro BbicyujMBaHHa Ha3BaHHbin 
opraHMHecKMH pacTBopaHDm,MH pacTBop nenTMAa 
(I) m 6nopa3naraeMoro nonnMepa BnpbicKMBaioT 
b BMfle TyMaHa nepe3 conno m BbicyLUMBaHDm,yfo 
KaMepy pacnbinHTenbHoro cyiunnbHoro 
annapaTa c u,enbK) BbinapMBaHHa opraHHMecKoro 
pacTBopHTena H3 MenbHaniuHX pa3AenHTenbHbix 
>KMflKMi?i Kannen 3a KopoTKoe BpeMa Ana 
nonyneHHa MenKHX Kancyn. Conno MO>KeT 6biTb 

AByX>KHAKOCTHblM, nHeBMaTl/NeCKMM, 
BpaLAatOLAHMCfl A^CKOBblM M T.A- 

L(enecoo6"pa3HO b cnocooe pacnbinaTb BOflHbin 
pacTBop Ha3BaHHoro MHrn6nTopa arperau,HM M3 
Apyroro conna c u,enbio npeflOTBpaLueHna 
Me>KKancynbHOM arperau.nn bo BpeMeHHOM 
cornacoBaHHH c Ha3BaHHbiM pacnbineHHeM 
opraHH^ecKoro pacTBopaioLAero pacTBopa 
nenTHfla (I) h 6nopa3naraeMoro nonHMepa. 

11 pn Heo6xoAHMOCTH ocTaTO^Haa BOAa h 
opraHH^ecKMH pacTBopHTenb yflanatoTca 
HarpeBaHMeM o6pa30BaBU_iHxca MHKpoKancyn 
npn noHM>KeHHOM flaBneHHM TeM >Ke cnoco6oM, 
KaK onncaHO 3Aecb paHee. 

MUKpoKancynbi MoryT BBOAMTbca KaK ohh 
ecTb nnb~o nepepa6aTbiBaTbca b pa3Hoo6pa3Hbie 
cf)apMau,eBTMHecKne npenapaTbi Ana BBeAeHHa 
nyT^iMH, OTnMHHbiMM ot nepopanbHoro 

(HanpMMep, BHVTpMMblLUeHHO, nOAKO>KHO M 

MH"beKi4MflMH BHyTpb opraHa nnn KaK 
MMnnaHTaTbi, KaK Ha3anbHbie, peKTanbHbie nnn 
MaTOHHbie TpaHCMyK03anbHbie OTnycKaioLU,Me 
CHCTeMbi \a t.a) nnki Ana neppopanbHoro 
BBefleHHa (HanpMMep, TBepAbie npenapaTbi, 
TaKHe KaK Kancynbi, HanpMMep, >KecTKHe 
Kancynbi, MarKne Kancynbi m t. A- ) rpaHynbi, 



10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



60 



nopoujKM m T.fl. m >KHflKne npenapaTbi, TaKMe KaK 
cnponbi, 3MynbCHH, cycneH3HH h t.a )- 

flna nonyMeHHa MHKpoKancyn n^a HHteKU.HH , 
HanpMMep, MMKpoKancynu MoryT 6biTb 
cocTaBneHbi c AncnepcaHTOM (HanpMMep, 
cypcjDaKTaHT, TaKOM KaK Tbmh 80, HCO-60 m t. 
A , Kap6oKCMMeTHni4enniono3a, nonncaxapHA, 
TaKOM KaK anbrHHaT HaTpna m t.a), 
KOHcepBaHTOM (HanpMMep, MeTMnnapa6eH, 
nponnnnapa6eH m t.a), nnn BemecTBa Ana 
nonyneHMa M30TOHHHecKoro pacTBopa 
(HanpMMep, xnopncTbin HaTpMM, MaHHMTon, 
cop6HTon, rnK)K03a, m t.a) c u,enbK) 
npMroTOBneHMa boahom cycneH3MM v\nv\ ohm 
MoryT 6biTb flMcneprMpoBaHbi b pacTM Ten bHOM 
Macne, TaKOM KaK KyH>KyTHoe Macno, KyKypy3Hoe 
Macno Mnn TOMy noflo6HOM, flna nony^eHMa 
MacnaHOH cycneH3HH flna npHMeHeHHa b 
KanecTBe MH"beKU,MM c KOHTponnpyeMbiM 

BblCB060>KAeHMeM . 

Pa3Mep nacTHU, MHKpoKancyn Ana TaKHX 
HH"beKU,HOHHbix cycneH3HM Aon>KeH 6biTb b 
MHTepBane, Heo6xoAMMOM flna Toro, hto6w ohh 
Mornn o6pa30BbiBaTb A^cnepcHto, m 
onpeAenaeMOM h eo6xoAM m bi m nponycKHbiM 
ooopyAOBaHMeM m MO>KeT 6biTb, HanpMMep, b 
MHTepBane npM6nM3MTenbHO ot 0,1 ao 500,0 
mkm. npeAnoHTMTenbHaa o6nacTb pa3Mepa 
MacTMU, cocTaBnaeT npn6nM3MTenbHO ot 1 ao 
300 mkm h euje 6onee >KenaTenbHO 
npn6nH3HTenbHO ot 2 flo 200 mkm. 

flna npoM3BOflCTBa MHKpoKancyn b BMfle 
GTepMnbHoro npoflyKTa Becb cnoco6 
npoH3BOACTBa noABepraeTca KOHTponto Ha 
CTepnnbHOCTb, MMKpoKancynbi CTepMnM3yK)T 
nyTeM raMMa-o6nyneHMa Mnn flo6aBnaioT 
KOHcepBaHT, xoTa 3tm MeTOflMKM He aBnatoTca 

3KCKnt03HBHblMM . 

noMMMO BbiiueynoMaHyTbix MHKpoKancyn, 
Ana nonyMeHMa npenapaTa 3aMeAneHHoro 
BbicBo6o>KAeHMa HacToaiAero M3o6peTeHMa, 
6nopa3naraeMaa nonMMepHaa KOMno3MU,Ma, 
coflep>KaLU,aa nenTMfl b KanecTBe aKTMBHoro 
HHrpeAMeHTa, xopoujo AMcneprHpoBaHHbiM 
noflxoflaLAMM cnoco6oM, MO>KeT 6biTb 
cnnaBneHa Mnn cnpeccoBaHa b ccpepMHecKyio, 
nonocKoo6pa3Hyio, MronbnaTyio cjDopMy, b 
(£opMy rpaHyn nnn cjDopMy nneHKH. 

BbiujeynoMaHyTaa 6Mopa3naraeMaa 
nonHMepHaa KOMno3MU,na MO>KeT 6biTb nonyneHa 
no MeTOflMKe, onncaHHOM b JP Publication 
S-50-17525. KoHKpeTHee, nenTMflHoe 
neKapcTBeHHoe cpeflCTBO m nonMMep 
pacTBopaioT b pacTBopHTene m pacTBopMTenb 
yAanafOT noAXOAaiAMM MeTOAOM (HanpMMep, 
pacnbinMTenbHaa cyujKa, MmoBeHHoe 
McnapeHHe, m t.a ) Ana nonyneHHa 3aflaHHOM 
6nopa3naraeMOH nonHMepHOH KOMno3HU,HH. 

npenapaT 3aMeAneHHoro BbicBo6o>KAeHMa 
HacToaLU,ero M3o6peTeHMa MoxeT BBOflHTbca b 
KanecTBe BHyTpHMbiujeHHOM, noAKO>KHOM 
MH"beKU,HM Mnn MH"beKU,MM BHyTpb opraHOB, Mnn B 
KanecTBe MMnnaHTaTa, KaK TpaHCMyK03anbHaa 
OTnycKaioLAaa CMCTeMa flna Ha3anbHOM nonocTH, 
npaMOM kmlukm HnM MaTKM, Mnn nepopanbHbiM 
npenapaT, HanpMMep, TBepAbiM npenapaT, TaKOM 
KaK Kancyna (HanpMMep, >KecTKaa nnn MarKaa), 
rpaHyna, nopoiuoK, m t.a, unn >kmakmm 
npenapaT, TaKOH KaK cnpon, SMynbcna, 
cycneH3na m t.a.- 

npenapaT 3aMeflneHHoro BbicBo6o>KfleHMa 
HacToaLU,ero M3o6peTeHHa MMeeT HM3Kyio 
TOKCMMHOCTb M MO>KeT 6blTb Hcnonb30BaH 
ycneujHO flna MneKonMTaioLAMX (HanpMMep, 
nenoBeKa, KopoBbi, CBMHbM, co6aK, kolukm, 
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MbiLuew, Kpbicbi m KponnKa). 

flo3MpoBKa npenapaTa 3aivieAneHHoro 
saBucuT ot Tuna m 
coAep>KaHM^ aKTHBHoro 

nenTMfla, kohbhhom 

CjDOpMbl, ATlHTeribHOCTH 

nenTMAa, uenM o6pa6oTKM 
ropMOHaribHO-3aBMCHMbie 
3a6oneBaHM5q, Hanpniwep, paK npeACTaTenbHOM" 
>Kene3bi, rMnepTpoqbMfl npeACTaTenbHOM 
>Kene3bi, 3HAOMeTpM03, cjDM6poMa MaTKM, 
npe>KAeBpeivieHHoe nonoBoe cospeBaHne, paK 
mojiohhoPi >Kene3bi n t. a, hj~im Arifl 

KOHTpauenUMM) M KOHKpeTHblX B^AOB >KMBOTHblX, 

ho b nfoooM cnynae HeooxoAMMO, HTo6bi 
3cf)cjDeKTHBHoe KOfiMMecTBO nenTMAa 

AOCTaBJi?i.nocb HenpepbiBHO. CTaHflapTHafi flosa 
aKTHBHoro nsKapcTBGH Horo nenTMAa b3^tom b 
Ka^ecTBe npneivia CMCTeMbi AOCTaBKM neKapcTBa 
b TeneHne oflHoro Mecni^a MO>KeT 6biTb Bbi6paHa 
npenMyu4ecTBeHHO H3 MHTepBana 

npn6nn3MTenbHO ot 0,01 ao 100 Mr/Kr Beca 
Tena Ana Bspocnoro nenoBeKa. 
npeAnoMTMTenbHO MHTepBan cocTaBnaeT 
npn6nn3HTenbHO ot 0,05 ao 50 Mr/Kr Beca 
Tena. Han6onee >KenaTenbHbiM MHTepBan 
cocrraBrmeT ot 0,1 ao 10 Mr/Kr Beca Tena. 

KpoMe Toro, CTaHAapTHaa A03a npenapaTa 
3aMeAneHHoro BbicBo6o>KAeHMfl Ha B3pocnoro 
nenoBeKa MO>KeT 6biTb Bbi6paHa M3 HHTepBana 
npn6nui3HTenbHO ot 0,1 ao 500 Mr/Kr Beca 
Tena. npeflnoHTHTenbHbiM MHTepBan cocTaBnaeT 
npn6nn3MTenbHO ot 0,2 ao 300 Mr/Kr Beca 
Tena. MacTOTa BBeAeHi/m MO>KeT, HanpuMep, 
M3MeHflTbca b 3aBncnMOCTH ot OAHoro pa3a B 
HecKonbKO HeAenb, MecaueB v\nv\ OAHoro pa3a b 
HecKonbKO MecflueB, m MO>KeT 6biTb Bbi6paHa b 

COOTBeTCTBMM C TMnOM M npOUeHTHblM 

coflep>KaHneM aKTHBHoro neKapcTBeHHoro 
nenTMAa, KOHeMHOM A03npoBaHHOM cfcopMbi, 
npeflnonaraeMOM npoflon>KMTenbHOCTM 
BbicBo6o>KAeHMfl nenTMAa, 3a6oneBaHMfl, 
KOTopbiM ynpaBnafOT, n noBepraeMoro neneHMK) 

>KMBOTHOrO 

CneAyfOLL^ne cnpaBOHHbie m pao"oHMe 
npMMepbi npMBeAeHbi c uenbio 6onee 
AeTanbHoro onucaHM^ M3o6peTeHM3 m He 
Aon>KHbi paccMaTpMBaTbCfi KaK 

orpaHMHMBafOLAMe paMKH o6"beMa n3o6peTeHM^ 
m npnno>KeHHbix nyHKTOB. (EcnM He oroBopeHO 
oco6o, % 03HanaeT BecoBOM %). 

Mcnonb3yeMbie Aanee o6o3HaneHMfl MMeioT 
cneAyK)m,we 3HaHeHnn: 

BOC - TpeT-6yTOKCMKap6oHnn 

FMOC - 9-c|3TopeHnnMeTOKCMKap6oHnn 

Cbz - 6eH3MnoKCMKap6oHnn 

CnpaBOHHbiM npuMep 1 

B 1000 Mn neTbipexropnyfo Konoy, 
CHaGxeHHyro TpySKOM Ann BBOAa a30Ta m 
xonoflMn bH m kom , BHecnM 300 r 90%-Horo 
BOAHoro pacTBopa D, L-MonoHHOM KMcnoTbi m 
100 r 90%-Horo BOAHoro pacTBopa L-MonoHHOM 
KMcnoTbi m coAep>KMMoe HarpeBanM npM 
noHMKeHHOM AaBneHMM b TOKe ra30o6pa3Horo 
a30Ta ot 100°C/500 mm Hg ao 150°C/30 mm Hg 
b TeneHne 4 nacoB c nocTOflHHWM yAaneHMeM 
AHCTMnnflTHofi BOAbi. flanee peaKUMOHHyio 
cMecb HarpeBanM npn noHM>KeHHOM AasneHMM 
npn 3-5 mm Hg /150-180°C b TeneHne 7 nacoB, 
nocne nero ee oxnaAMnM, nonyHMB 
nonnMonoHHyjo KucnoTy AHTapHoro UBeTa. 

3tot nonMMep pacTBopMnM b 1000 Mn 
AnxnopMeTaHa n pacTBop BbinnnM b Tennyio 
BOAy npn 60°C npM nocTOAHHOM 
nepeMeujMBaHMM. OcpasoBaBUJMMC?! b^3kmm 
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nonnMepHbiM ocaAOK cocpanM v\ BbicyniMnM npM 
noHM>KeHHOM AaBneHnn npn 30°C. 

CpeflHeBecoBoCi MoneKynapHbiM Bee m 
cpeAHenMcnoBOM MoneKynapHbiM Bee, 
onpeAeneHHbie GPC, m cpeAHenncnoBOM 
Monei<yn?ipHbiM Bee, HaMAeHHbifi nyTeM 
onpeAeneHMiR KOHueBbix rpynn 

BbiiueynoM?iHyToPi MonoMHoPi KMcnoTbi, 
cocTaBunn 3000; 1790 v\ 1297 cooTBeTCTBeHHO. 

3tm AaHHbie noKa3ann, mto nonMMep MMen 
KOHi^eBbie Kap6oKCMnbHbie rpynnbi. 

CnpaBOHHbM npuMep 2 

B 1000 Mn HeTbipexropnyhD Kon6y, 
CHa6>KeH Hy hd Tpy^KOM Ana BBOAa a30Ta m 
xonoAMnbHMKOM, BHecnM 500 r 90%-Horo 
BOAHoro pacTBopa D,L-MonoHHOM KMcnoTbi m 
coAep>KMMoe HarpeBanM npM noHM>KeHHOM 
AaBneHMM b TOKe ra30oo"pa3Horo a30Ta ot 
100°C/500 mm Hg ao 150°C/30 mm Hg b 
TeneHne 4 nacoB c nocTOAHHbiM yAaneHMeM 
AMCTMnn^THOM BOAbi. flanee peaKi^MOHHyto 
CMecb HarpeBanM npM noHMxeHHOM AasneHMM 
npM 3-5 mm Hg/150-180°C b TeneHMe 12 nacoB, 
nocne nero ee oxnaAMnM, nonyHMB 
nojinMonoH HyK) KucnoTy AHTapHoro i_\BeTa. 

3tot nonMMep pacTBopMnM b 1000 Mn 
AMxnopMeTaHa m pacTBop BbinMnM b TennyK) 
BOAy npM 60°C npM nocTOHHHOM 
nepeMeujMBaHMM. 06pa30BaBLUMMca b^3kmm 
nonMMepHbiM ocaAOK coGpanM m BbicyiuMnM npM 
noHM>KeHHOM AaBneHnn npn 30°C. 

CpeAHeBecoBOM MoneKynapHbiM Bee m 
cpeAHeHMcnoBOM MoneKynapHbiM Bee, 
onpeAeneHHbie GPC, cpeAHeHMcnoBOM 
MoneKynapHbiM Bee, HaMAOHHbiM nyTeM 
onpeAeneHM^ KOHi4eBbix rpynn 

BblLUeynOMflHyTOM MOnOHHOM KMcnoTbi, 
cocTaBMnn 5000; 2561 n 1830 cooTBeTCTBeHHO. 

3tm A^HHbie noKa3anM 3 hto nonMMep MMen 
KOHi4eBbie Kap6oKCMnbHbie rpynnbi. 

CnpaBOHHbiM npuMep 3 

B 1000 Mn HeTbipexropnyhD Kon6y, 
CHa6>KeH Hy K3 Tpy^KOM A^ifl BBOAa a30Ta m 
xonoAMnbHMKOM, BHecnM 300 r 90%-Horo 
BOAHoro pacTBopa D.L-mctiohi-iow KMcnoTbi m 100 
r 90%-Horo BOAHoro pacTBopa L-MonoHHOM 
KMcnoTbi m coAep>KMMoe HarpeBanM npM 
noHMxeHHOM AasneHMM b TOKe ra30o6pa3Horo 
a30Ta ot 100°C/500 mm Hg ao 150°C/30 mm Hg 
b TeneHMe 5 MacoB c nocTOfiHHbiM yAaneHMeM 
AMCTMnnMpoBaHHOM BOAbi. flanee peaKUMOHHyio 
CMecb HarpeBanM npM noHMxeHHOM AaBneHMM 
npM 5-7 mm Hg/150-180°C b TeneHMe 18 nacoB, 
nocne nero ee oxnaAMnM, nonyHMB 
nonnMonoHHyK) KucnoTy qHTapHoro L4BeTa. 

3tot nonMMep pacTBopMnM b 1000 Mn 
AMxnopMeTaHa m pacTBop BbinMnM b Tennyio 
BOAy npM 60°C npM nocTOAHHOM 
nepeMeujMBaHMM. 06pa30BaBLUMMCfl b^3kmm 
nonMMepHbiM ocaAOK coSpanM m BbicyiuMnM npM 
noHM>KeHHOM AaBneHnn npn 30°C. 

CpeAHeBecoBOM MoneKyn?ipHbiM Bee m 
cpeAHeHMcnoBOM MoneKynapHbiM Bee, 
onpeAeneHHbie GPC, cpeAHeHMcnoBOM 
MoneKynapHbiM Bee, HaMAeHHbiM nyTeM 
onpeAeneHMfl KOHueBbix rpynn 

BblLUeynOMflHyTOM MOnOHHOM KMCnOTbl, 

cocTaBMnn 7500; 3563 n 2301 cooTBeTCTBeHHO. 

3tm A^HHbie noKa3anM, hto nonMMep MMen 
KOHueBbie Kap6oKCMnbHbie rpynnbi. 

CnpaBOHHbiM npuMep 4 

B 1000 Mn neTbipexropnyio KonOy, 
CHa6>KeH Hy hd TpySKOM AJifl BBOAa a30Ta m 
xonoAMnbHMKOM, BHecnM 300 r 90%-Horo 
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BOflHoro pacTBopa D,L-mojio«hhow KucnoTbi n 100 
r 90%-Horo BOflHoro pacTBopa L-MonoHHon 
KucnoTbi n coflep>KMMoe HarpeBann npn 
noHM>KSHHOM AaBneHnn b TOKe ra30oo"pa3Horo 
a30Ta ot 100°C/500 mm Hg flo 150°C/30 mm Hg 
b Te^eHne 5 nacoB c nocTOAHHbiM yAaneHneM 
flucTurin^iTHOM BOAbi. flanee peaKU,noHHyio 
CMecb HarpeBann npn noHnweHHOM AaBneHnn 
npn 5-7 mm Hg/150-180°C b TeneHne 26 "-lacoB, 
nocne nero ee oxnaAnnn, nonynnB 
noriMMonoHHyjo KncnoTy HHTapHoro i4BeTa. 

3tot nonnMep pacTBopnnn b 1000 mji 
AnxnopMeTaHa n pacTBop Bbinnnn b Termyfo 
BOAy npn 60 °C npn nocTOfiHHOM 
nepeMeujnBaHnn. 06pa30BaBLunncfl b^3khm 
nonnMepHbin ocaflOK coGpann n Bbicyujnnn npn 
noHM>KGHHOM A^nei-inn npn 30°C. 

CpeAHeBecoBon MoneKynapHbin Bee n 
cpeAHenncnoBon MoneKynflpHbin Bee, 
onpeAeneHHbie GPC, n cpeAHenncnoBon 
MoneKyn^pHbiM Bee, HanAeHHbin nyTeM 
onpeAeneHMfl KOHU,eBbix rpynn 

BblLlieynOMflHyTOM MOJIOHHOM KMCnOTbl 

cocTaBunn 9000; 3803 n 2800 cooTBeTCTBeHHO. 

3tm AaHHbie noKa3ann, hto nonnMep nMen 
KOHi^eBbie Kap6oKcnribHbie rpynnbi. 

CnpaBOHHbiw npnMep 5 

B 1000 mji HeTbipexropnyio Kon6y, 
CHa6>KeHHyK5 TpySKon Ana BBOAa a30Ta n 
xonoAnxibHUKOM, BHecnn 182,5 r muKoneBoPi 
KucnoTbi n 166,6 D, L-2-CKCHMacnflHOM KncnoTbi 
n coflep>KMMoe HarpeBann npn noHn>KeHHOM 
AaBneHnn b TOKe ra30o6pa3Horo a30Ta ot 
100°C/500 mm Hg ao 150°C/30 mm Hg b 
Te^eHne 3,5 nacoB c nocTOAHHbiM yAaneHneM 
AHCTHfiJ-mTHoCi BOAbi. flanee peaKU,noHHyfo 
CMecb HarpeBann npn noHnweHHOM AaBneHnn 
npn 5-7 Hg 150-180°C b TeneHne 26 nacoB, 
nocne nero ee oxnaAnnn, nonynnB cononnMep 
rnnKoneBon KncnoTbi-2-oKcnMacnflHon KucnoTbi 
fiHTapHoro UBeTa. 

3tot nonnMep pacTBopnnn b 1000 mji 
AnxnopMeTaHa n pacTBop Bbinnnn b Tennyfo 
BOAy npn 60 °C npn nocTO^HHOM 
nepeMeujnBaHnn. 06pa30BaBLunncfl Bfi3Knn 
nonnMepHbin ocaAOK co6pann n Bbicyujnnn npn 
noHM)KGHHOivi A aBJ ~ieHMM npn 25°C. 

CpeAHeBecoBOM MoneKynapHbin Bee, 
onpeAeneHHbin GPC, o6"pa30BaBLuerocfl 
cononnMepa rnnKoneBon 

KncnoTbi-2-OKCnMacn?iHOM KncnoTbi cocTaBun 
13000. 

CnpaBOHHbiM npnMep 6 

B 1000 Mn neTbipexropnyfo Konoy, 
CHa6>KeHHyK) Tpy6"Kon Ana BBOAa a30Ta n 
xonoAnnbHHKOM, BHecnn 197,7 rnnKoneBon 
KucnoTbi n 145,8 r D,L-2-OKcnMacnflHon KucnoTbi 
n coAep>KviMoe HarpeBann npn noHn>KeHHOM 
AaBneHnn b TOKe ra30oo"pa3Horo a30Ta ot 
100°C/500 mm Hg ao 155°C/30 mm Hg b 
Te^eHHe 4 nacoB c nocTOHHHbiM yAaneHneM 
AncTMnnnpoBaHHOM BOAbi. flanee peaKU,noHHynD 
CMecb HarpeBann npn noHnweHHOM AaBneHnn 
npn 3-6 mm Hg/150-185°C b TeMeHne 27 MacoB, 
nocne nero ee oxnaAnnn, nonynnB cononnMep 
rnnKoneBon KncnoTbi - 2-OKcnMacnflHon KncnoTbi 
^HTapHoro L4BeTa. 

3tot nonnMep pacTBopnnn b 1000 Mn 
AnxnopMeTaHa n pacTBop Bbinnnn b Tennyfo 
BOAy npn 60 °C npn nocTOAHHOM 
nepeMeujnBaHnn. 06"pa30BaBUjnncfl B^3Knn 
nonnMepHbin ocaAOK co6pann n Bbicymnnn npn 
noHn>KeHHOM AaBneHnn npn 25°C. 

CpeAHeBecoBon MoneKyn?ipHbin Bee, 
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onpeAeneHHbin GPC, ocpa30BaBLuerocfl 
cononnMepa rnnKoneBon 

KncnoTbi-2-OKcnMacnflHon KncnoTbi cocTaBnn 
13000. 

CnpaBOHHbin npnMep 7 

B 1000 Mn neTbipexropnyHD Kon6y, 
CHa6>KeHHyHD Tpy6Kon a^^ BBOAa a30Ta n 
xonoAnnbHnKOM, BHecnn 212,9 r rnnKoneBon 
KncnoTbi n 124,9 r D,L-2-OKcnMacnfiHon KncnoTbi 
n coAep>KnMoe HarpeBann npn noHn>KeHHOM 
AaBneHnn b TOKe ra30o6pa3Horo a30Ta ot 
100°C/500 mm Hg ao 160°C/30 mm Hg b 
TeneHne 3,5 nacoB c nocTOAHHbiM yAaneHne 
AncTnnnaTHon BOAbi. flanee pea Ku.no HHy to 
CMecb HarpeBann npn noHnxeHHOM AaBneHnn 
npn 3-6 mm Hg/160-180°C b TeneHne 27nacoB, 
nocne nero ee oxnaAnnn, nony^nB cononnMep 
rnnKoneBon KncnoTbi-2-OKcnMacnfiHon KncnoTbi 
siHTapHoro i^BeTa. 

3tot nonnMep pacTBopnnn b 1000 Mn 
AnxnopMeTaHa n pacTBop Bbinnnn b Tennyfo 
BOAy npn 60°C npn nocTOHHHOM 
nepeMeujnBaHnn. 06pa30BaBUjnncfl B^3Knn 
nonnMepHbin ocaAOK co6pann n Bbicyujnnn npn 
noHi/DtceHHOM AaBneHnn npn 25°C. 

CpeAHeBecoBon MoneKynsipHbin Bee, 
onpeAeneHHbin GPC, o6pa30BaBLuerocfl 
cononnMepa rnnKoneBon KncnoTbi - 2- 
OKCMMacnfiHOM KncnoTbi cocTaBnn 11000. 

CnpaBOMHbm npnMep 8 

B 1000 Mn neTbipexropnyjo Kon6y, 
CHa6>KeHHyHD Tpy6Kon Ann BBOAa a30Ta n 
xonoAnnbHnKOM, BHecnn 300 r 90% BOAHoro 
pacTBopa D,L-MonoHHon KncnoTbi n 100 r 90% 
BOAHoro pacTBopa L-MonoHHon KncnoTbi n 
coAepxnMoe HarpeBann npn noHn>KeHHOM 
AaBneHnn b TOKe ra30o6pa3Horo a30Ta ot 
100°C/500 mm Hg ao 150°C/30 mm Hg b 
TeneHne 4 nacoB c nocTOfiHHbiM yAaneHneM 
AncTnnnnpoBaHHon boan. flanee peaKi4noHHyfo 
CMecb HarpeBann npn noHnxeHHOM AaBneHnn 
npn 3-5 mm Hg n 150-180°C b TeneHne 10 
nacoB, nocne nero ee oxnaAnnn, nonynnB 
nonnMonoHHyK) KiicnoTy fiHTapHoro UBeTa. 

3tot nonnMep pacTBopnnn b 1000 Mn 
AnxnopMeTaHa n pacTBop Bbinnnn b Tennyio 
BOAy npn 60°C npn nocTOfiHHOM 
nepeMeujnBaHnn. 06pa30BaBLunncfl BiH3Knn 
nonnMepHbin ocaAOK co6pann n Bbicyujnnn npn 
noHn>KeHHOM AaBneHnn npn 30°C. 

CpeAHeBecoBon MoneKyn?ipHbin Bee n 
cpeAHenncnoBon MoneKyn^pHbin Bee, 
onpeAeneHHbie GPC, n cpeAHenncnoBon 
MoneKyn^pHbin Bee, HanAeHHbin nyTeM 
onpeAeneHMfl KOHi4eBbix rpynn, 

BbiujeynoMflHyTon nonnMono^Hon KncnoTbi, 
cocTaBnnn 4200; 2192 n 1572 cooTBeTCTBeHHO. 

3Tn AaHHbie noKasann, hto nonnMep nMen 
KOHi4eBbie Kap6oKcnnbHbie rpynnbi. 

CnpaBOHHbin npnMep 9 

B 1000 Mn neTbipexropnyK) Kon6y, 
CHa6>KeHHyjo Tpy^Kon a^^ BBOAa a30Ta n 
xonoAnnbHnKOM, BHecnn 182,5 r rnnKoneBon 
KncnoTbi n 166,6 D,L-2-OKcnMacn^Hon KncnoTbi 
n coAep>KnMoe HarpeBann npn noHn>KeHHOM 
AaBneHnn b TOKe ra30o6pa3Horo a30Ta ot 
100°C/500 mm Hg ao 150°C/30 mm Hg b 
TeneHne 3,5 nacoB c nocTOfiHHbiM yAaneHneM 
AncTnnnnpoBaHHon boan. flanee peaKiJ,noHHyio 
CMecb HarpeBann npn noHnxeHHOM AaBneHnn 
npn 5-7 mm Hg n 150-180°C b TeneHne 32 
nacoB, nocne nero ee oxnaAnnn, nonynnB 
cononnMep rnnKoneBon 

KncnoTbi-2-OKcnMacn?iHon KncnoTbi HHTapHoro 



o 

o 

00 
CM 



-15- 



ro 

00 

cn 
O 



u,BeTa. 

3tot nojiMMep pacTBopnnn b 1000 mji 
fluxnopMeTaHa h pacTBop Bbinnnn b Tennyfo 
BOfly npn 60 °C npn nocTOAHHOM 
nepeivieujuBaHMM. 06pa30BaBU_iHHCfl BA3KHM 
nonnMepHbiM ocaflOK coGpann h Bbicyujunn npn 
noHH>K6HHOivi flaBneHMM npn 25°C. 

CpeflHeBecoBOM MoneKynapHbiH Bee m 
cpeAHe^HCJioBOH MoneKyjispHbiH Bee, 
onpeAeneHHbie GPC, h cpeflHeHMcnoBOM 
MoneKyjiapHbiM Bee, HaHAeHHbin nyTeM 
onpefleneHMfl KOHU,eBbix rpynn, 
o6pa30BaBLuerocfl cononniviepa rnHKoneBOH 
KucnoTbi - 2 -OKCWMacrmHofi KHcnoTbi cocTaBHnn 
16300; 5620 m 2904 cooTBeTCTBeHHO. 

3th .qaHHbie noKa3ann, hto noriMMep HMer 
KOHueBbie Kap6oKcnnbHbie rpynnbi. 

CnpaBOHHbiM npniviep 10 

CMHTe3 

NacD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr- 
DLys(AzaglyFur)-Leu-Lys(Nisp)-Pro-DAIaNH2 

CnpaBOMHbie npmviepbi 10 h 11 BbinoriHeHbi 
b cooTBeTCTBMM c onncaHHeM naTeHTa CLUA N 
5.110.904 h naieHTHoPi 3anBKM CLUA N 
07/987.921. 

C i^eribfo CMHTe3a Ha3BaHHoro b 3arnaBHH 
nenTMAa b peaicrop annapaTa Ann cHHTe3a 
nenTHAOB Ao6aBHnn 1 r D-Ala-NH-CMonbi 
(4-MeTnn-6eH3ornApn-nai\/iMH CMona) n p,anee 
nocneAOBaTenbHO Ao6aBJ"mnH aMHHOKHcroTbi 
no cnep,y\ou\e\A MeTOflHKe CMHTe3a. 

1. PeaKi^Mfl CHflTMfl 3am,HTHbix rpynn. 

Arm yAaneHMfl 3auj,MTHOH BOC rpynnbi H3 
aribcf)a-aMHHOKHcnoTbi nenTHAa ncnonb30Bann 
pacTBop, coAe p>Ka lu, h h 45% TpncjDTopyKcycHOH 
KucnoTbi (o6o3Ha<-ieHa 3Aecb no3AHee KaK TFA), 
2,5% aHM3ona, 2,0% AWMeTun cjDOCcjDMTa h 
50,5% AUxnopMeTaHa. nocne 

npeABapnTeribHoro npoMbiBaHHH CMoribi 
pacTBopoM b Te^eHne 1 MHHyTbi peaKU,Hfl no 
chmTHK) 3am,HTHOH rpynnbi npoBOAHnacb b 
TeneHne 20 muh yT . 

2. ripOMblBaHMe OCHOBHbIM paCTBOpOM. 

C i^eribHD yAaneHun h HeHTpannsaUjHH 

TpMCjDTOpyKCyCHOM KHCJIOTbl MCnOJ1b30BaJ1H 

pacTBop AnxnopMeTaHa, coAepxaLU.MM 10% 
N,N'-AHM3onponnji3TMnaMMHa. B K3>kaoh 
peaKU.nn no chathio 3aLi^MTHOM rpynnbi CMony 
npoMbiBann Tpn>Kflbi no 1 MUHyTe. 

3. PeaKU,nfi npncoeflMHeHMa 

PeaKi^HJO npncoeAMHeHHfl npoBOAHnn, 
Mcnorib3yn b KanecTBe aKTHBaTopoB 3-Kpamoe 
MonnpHoe KonH^ecTBO 0,3 M 
AHH3onponMnKap6oAHMMHA/AHxnopMeTaH 
pacTBopa h 3-KpaTHoe MonnpHoe KonnnecTBO 
0,3 M pacTBopa BOG npon3BOAHoro 

aMHHOKHCnOTbl /flMO 

(N 3 N-AMMeTMncjDopMaMMAa). AKTi/iBHpoBaHHan 
aMHHOKHcnoTa npncoeAHHflnacb k cbo6oahoh 
anbc|Da-aMHHorpynne nenTMAa Ha CMone. Bpeivin 
B3anMOflewcTBMn npHBeAeHO hm>k9. 

4. npoMbiBaHHe 

nocne 3aBepujeHHfl Ka>KAoro peaKU,noHHoro 
npou,ecca CMony npoMbiBann AnxnopMeTaHOM, 
AHxnopMeTaHOM/flMO n P,M<&, Ka>KAbiM b 
TeneHHe 1 MMHyTbi. 

ripOTOKOJI CMHTe3a 

AMMHOKMCJIOTbl C 3aU4MLI4eHHblMH 

aMHHorpynnaMM npncoeAMHSinHCb k CMone b 
nopHAKe, c nacTOTOH h b TeneHHe BpeMeHH, 
yKa3aHHbix b Ta6n.A. 

nocne 3aBepiueHMfl CHHTeTHHecKon peaKU.nn 
CMony o6pa6aTbiBariH 30%-hnm pacTBopoM 
nnnepHAHHa b flMO b TeneHMe ot 4 ao 24 nacoB 
c i^eribK) yAajieHHfi 3ai_u.MTHOH FMOC-rpynnbi. 
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CMory npoMbiBann HecKoribKO pa3 
AHxnopivieTaHOM h 3aTeM noABeprann 
BsaHMOAencTBHio c Ka p6o h nn ah h m h Aason o m 
(0,9 r) pacTBopeHHbiM b flMO (18 mji) b TeneHHe 
15 MHHyT h npoMbiBann Tpn>KAbi 
AHxnopMeTaHOM, nocne nero ocTaBnann Ha 
HOHb pearnpoBaTb c rnApa3HAOM 
2-cpypaHKap6oHOBOM KMcnoTbi (0,53 r), 
pacTBopeHHbiM b flMO (18 mji). 

06pa30BaBLuyioc5R nenTHAHyio CMony 
npoMbiBann TpH>KAbi AHxnopMeTaHOM h 3aTeM 

BblCyLUHnH B npHCyTCTBHM nflTHOKHCH cjDoccjDopa 

3a HOHb, nocne nero CMony o6pa6aTbiBann 

CyXHM Cf)TOpHCTblM BOAOpOAOM npH 0°C B 

Te^ieHHe 1 naca b npncyTCTBHH aHH3ona, HTo6bi 
OTAenHTb nenTHA ot CMonbi. M36biTOK 
BsaHMOAencTByHDii^ero peareHTa yAannnn b 
ycnoBMflx noHH>KeHHoro AasneHH^. nonyneHHyio 
TaKHM o6pa30M CMony npoMbiBann CHanana 
AH3THnoBbiM 3c{)HpoM, 3aTeM nepeMeujHBanH 
npn KOMHaTHOH TeMnepaType CHa^ana 
AHSTHnoBbiM acjDHpoM, 3aTeM nepeMeujHBanH 
npn KOMHaTHOH TeMnepaType b TeneHHe 15 
MHHyT b 50 Mn CMeCH 

BOAa/au,eTOHHTpHn/yKcycHan KHcnoTa (1: 1: 
0,1) h OTCpHnbTpoBbiBann. OnnbTpaT 
nnocjDHnH3HpoBanH, nonyHHB OHHm,eHHbiH 
nenTHA b BHAe pbixnoro nopoujKa. 3tot nenTHA 
OHHCTHnn >khakocthoh xpoMaTorpacjDHeH c 
BblCOKHMH pa60HMMH xapaKTepHCTHKaMH (HP C), 
Hcnonb3yn cneAy^LAHe ycnoBH^: 

1) KonoHKa: A^HaMaKC C-18 (25.2,5 cm, 8 
mkm) 

2) PacTBopHTenb: ai^eTOHHTpnnbHbiH 
rpaflneHT Bocxo>KfleHH^ cocTaBJiseT 20 MHHyT H3 
CMecH 89% BOAbi/11% au.eTOHHTpnna/0,1 % TFA 

3) OnpeAeneHHe npn AnHHe BonHbi: 260 hm 
(Y0-MeTOA) 

nenTHA, onpeAeneHHbiH no OTAenbHOMy 
nMKy npn 25,7 MHHyTax BpeMeHH yAep>KHBaHHfl, 
co6pann h nMoctpHnM3HpoBanH, nonyMHB 

OHHLAeHHblM npOAyKT 

NacD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr-DLys(Az 
aglyFur)-l_eu-l_ys(Nisp)-Pro -DAIaNH2 b BHAe 
TpHcjDTopaL^eTaTa. flaHHbie no cf)H3HHecKHM 
CBOHCTBaM Ann o'-iHLU.eHHoro npoAyKTa 
cneAyfOLAHe: 

FAB (6biCTpan 6oM6apAHpoBKa aTOMaMH, 
TaKan >Ke npHMeHeHa Huxe) Mace 

cneKTDOMeTDHn: m/e 1591 CM+H^ 

AHanH3 aMHHOKHcnoT: 0,98 Ala, 1,02 Pro, 
1,58 Lys, 1,00 Leu, 1,12 NMeTyr, 0,52 Ser. 

BbiLueynoMflHyTbiH TpncpTopai^eTaT nenTHAa 
npeBpaTHnn b au,eTaT, Hcnonb3yfl KonoHKy 
renb-clDnnbTpaL4MM, npeABapMTenbHO 
ypaBHOBeujeHHyfo 1 h. yKcycHOH KHcnoTOH. 
YcnoBHfl renb-a>HnbTpau,HH cneAyfOLAHe: 

1) HaAOcaAOMHbiH MaTepnan: CecjDaAeKC 

G-25, BHyTpeHHHH AHaM^Tp KOnOHKM 16 MM, 

BbicoTa cnofl HacaAKH 40 mm) 

2) PacTBopwTenb: 1 h. yKcycHasq KHcnoTa 

3) OnpeAeneHHe npn AnHHe BonHbi: 254 hm 
(YQ-MeTOA). OpaKU,Hfl nepBoro BbiMbiBaeMoro 
nHKa 6bina co6paHa h nnocjDHnH30BaHa, hto 
Aano OMHLU.eHHbiH npoAyKT 
NacD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr- 
DLys(AzaglyFur)-Leu-Lys(Nisp)-Pro-DAIaNH 2 b 
BHAe au,eTaTa. 

CnpaBOHHbiH npuMep 11 

CHHTe3 

NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr-DLys 
(AzaglyNic)-Leu-Lys(Nisp)-Pro-DAIaNH 2 

Ha3BaHHbiH b 3arnaBHH nenTHA 
CHHTe3HpoBann no toh >Ke MeTOAHKe, hto b 
CnpaBOHHOM npuMepe 10, 3a tgm hckjikdmsh neM , 
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hto rnflpa3n,q 2-cf)ypaHKap6oHOBOM KMcnoTbi 
3aiweHeH Ha rMApa3MA-2-HMKOTMHOBOM KucnoTbi 
(0,575 r). nonyMeHHoe npn stom MPLC BpeMfl 
yAepxaHU^ OHMm,eHHoro npoflyKTa cociaBuno 

16,0 MUHyT. flaHHbie no QOM3MHeCKMM CBOMCTBaM 

OHMU49HHoro npoAyKTa cneflyioLAMe: 

FAB Macc-cneKTpoMeTpnq: m/e 1592 (M+H); 
aHariM3 aMUHOKkicnoTbi 1,02 Ala, 1,01 Pro, 1,61 
Lys, 0,99 Leu, 1,12 NMeTyr, 0,48 Ser. 

BbiLuenpuBeAeHHbiM TpwcjDTopau.eTaT 
nenTMAa npeBpaTunn b aueTaT no npuBeAeHHOM 
BbiLue MeTOflMKe ripniviepa 10. 

CnpaBOHHbiM npniviep 12 

B 1000 mji neTbipexropnyKD Konoy, 
CHa6>KeHHyho Tpy6~KoPi Ana BBOAa a30Ta v\ 
xonoAHJibHUKOM, BHecnn 322 r 90% boahoto 
pacTBopa D,L-MonoHHOM KMcnoTbi m 133 r 
rni/iKoneBofi KucnoTbi m Mcnonb3yq HaKMAHoPi 
KOJi6oHarpeBaTenb (So-go Rikagaku Glass Co. 
), coAep>KHMoe HarpeBann npn noHM>KeHHOM 
AaBneHHH b TOKe a30Ta ot 100°C/500 mm Hg ao 
150°C/30 mm Hg b TeneHMe 4 nacoB c 
nocTOAHHbiM yAaneHneM AUCTunnflTHOM BOAbi. 
flanee peaKU,MOHHyfo CMecb HarpeBann npn 
noHM>KGHHOM AaBiieHMM npw 3-30 mm Hg/150-185 
°C b TeneHne 23 nacoB, nocne Hero ee 
oxnaAnnn, nony^MB conoriMMep MonoHHOM 
KucnoTbi-rriMKoneBoti KucnoTbi. 

3tot nonnMep pacTBopunn b 1000 Mn 
AnxnopMeTaHa n pacTBOp Bbinnnn b Tennyfo 
BOAy npn 60 °C npn nocTOAHHOM 
nepeMeujMBaHMM. 06pa30BaBUJMMC3 ba3kmm 
nonnMepHbiM ocaAOK coGpann n BbicyLunnn npn 
noHM>KGHHOM AaBneHMM npw 30°C. 

CpeAHeBecoBOM MoneKynnpHbiM Bee m 
cpeAHeHMcnoBoCi MoneKynapHbiM Bee, 
onpeAeneHHbie GPC, n cpeAHeHMcnoBOM 
MoneKynapHbiM Bee, HaMfleHHbM nyTeM 
onpeAeneHMfl KOHueBbix rpynn, 
o6pa30BaBLuerocfl cononnMepa mojiohhom 
KucnoTbi - rnnKoneBoCi KucnoTbi cocTaBunn 
10000; 4000 m 4000 cooTBeTCTBeHHO. 

3th AaHHbie noKa3ariM, hto cononMMep MMen 
KOHueBbie Kap6oKcnnbHbie rpynnbi. 

CnpaBOHHbiM npuMep 13 

B 1000 mji HeTbipexropnyio Kon6y, 
CHa6">KeHHyK) TpyCwoM Ana BBOAa a30Ta m 
xonoAHJibHUKOM, BHecriH 347 r 90%-Horo 
BOflHoro pacTBopa D,L-mojiohhow KucnoTbi m 266 
r rnMKoneBOM KMcnoTbi, ncnorib3yfi 
KOJi6oHarpeBaTerib (So-go Rikagaku Galss Co.), 
coAep>KMMoe HarpeBann npn noHM>KeHHOM 
AaBJieHnn b TOKe a30Ta ot 100°C/500 mm Hg ao 
150°C/30 Hg mm b TeneHMe 5 nacoB c 
nocTonHHbiM yAaneHneM AUCTunnflTHoPi BOAbi. 
flanee peaKUMOHHyfo CMecb HarpeBann npn 
noHM>KeHHOM AaBiieHMM npn 3-30 mm Hg/150-185 
°C b Te^eHne 23 nacoB, nocne Hero ee 
oxnaAnnn, nonynuB cononnMep MonoHHOM 
KucnoTbi - rnnKoneBOM KucnoTbi. 

3tot nonnMep pacTBopunn b 1000 mji 
AnxnopMeTaHa n pacTBop Bbinnnn b Tennyfo 
BOAy npn 60 °C npn nocTOAHHOM 
nepeMeujuBaHMM. 06pa30BaBUJMMCfl b*3kmm 
nonnMepHbiM ocaAOK coCpann n Bbicyujunn npn 
noHH>K9HHOM flaBneHMM npn 30°C. 

CpeAHeBecoBOM MoneKynspHbiM Bee w 
cpeAHe^ncnoBObi MoneKynapHbiM Bee, 
onpeAeneHHbie GPC, m cpeAHeHMcnoBOM 
MoneKynapHbiM Bee, HaMAeHHbifi nyTeM 
onpeAeneHM5R KOHU,eBbix rpynn, 

oo"pa30BaBUjerocfl cononnMepa MonoMHOM 
KucnoTbi - mi/iKoneBofi KucnoTbi cocTaBunn 
10000, 3700 m 3900 cooTBeTCTBeHHO. 3tv\ 
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AaHHbie noKa3ann, hto cononnMep i/iMen 
KOHi4eBbie rpynnbi. 
npuMep 14 

NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr- 
DLys(Nic)-Leu-Lys(Nisp)-Pro-DAIaNH 2 
(M3roTOBneH nyTeM TAP, AaJiee 3Aecb 

Ha3blBaeTC5R An^ KpaTKOCTH C|DM3MOnorHHeCKH 

aKTMBHbiM nenTMAOM A) au,eTaT 5 200 Mr 
pacTBopunn b pacTBope CMecu 50:50 (3,8 r) 
cononnMepa rnnKoneBOM KucnoTbi 
2-OKCMMacn^HOM KucnoTbi, nonyneHHoro b 
cnpaBC-iHOM npMMepe 5, w nonnMonoHHOM 
KucnoTbi, nonyneHHOM b cnpaBOHHOM npuMepe 1 
b 5,3 r (4,0 Mn) A^xnopMeTaHa. 
06pa30BaBLUnPicfl pacTBop oxnaA^nn ao 1 7 °C 
m Bbinnnn b 1000 Mn 0.1% (Bec/Bec) BOAHoro 
pacTBopa nonuBMHunoBoro cnnpTa (EG-40, 
Nippon Synthetic Chemical Industry Co., 
Ltd), npeABapnTenbHO AOBeAeHHoro ao 10°C, h 
CMecb SMynbrnpoBann, ncnonbsy^ TypGnHHbiM 
roMOCMecnTenb npn 7000 o6/mhh ati^ 
npuroTOBneHMfi O/W 3Mynbcnn. 3Ty O/W 
QMynbcwo nepeMeujMBann npn KOMHaTHOM 
TeMnepaType b TeneHMe 3 nacoB c u,enbK) 
ynapuBaHna A^ixnopMeTaHa. Macn?iHoDi cf>a3e 
Aann 3aTBepAeTb v\ co6pann 

u,eHTpnc(DyrnpoBaHneM (05PR-22, Hitachi, Ltd) 
npn 2000 o6/mhh. 3tot TBepAbiPi npoAyKT 
noBTopHO AnoneprnpoBann b 

AMCTunnnpoBaHHOM BOAe v\ AononHHTenbHO 
u,eHTpncjDyrnpoBann, mtoGn CMbiTb CBoSoAHoe 
neKapcTBeHHoe cpeACTBO n t.a Co6paHHbie 
MUKpoKancynbi noBTopHO AncneprnpoBann b 
He6onbLUOM KonnnecTBe AUCTunnnpoBaHHOM 
BOAbi c nocneAy(OLU,HM AoOaBneHneM 0.3 r 
D-MaHHMTona n noABeprnn cyujKe npn 
TeMnepaType HM>Ke tohkh 3aMep3aHMfl atis 
nonyneHU?! nopoujKa. PacnpeAeneHne nacTnu, 
no pa3MepaM v\ coAep>KaHi/ie cf)M3MonornHecKM 
aKTMBHoro nenTHAa A ati* MMKpoKancyn 
cocTaBunn ot 5 ao 60 mkm m 4,7% (Bec/Bec) 

COOTBeTCTBeHHO. 

OnucaHHbiM BbiLue cnoco6oM M3roTOBneHbi 
npenapaTbi cneAyfom,nx cf)H3nonorMHecKH 

aKTMBHblX nenTMflOB (1) n (2). 

(1 ) NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr- 
DLys(AzaglyNic)-Leu-Lys(Nisp)-Pro-DAIaNH 2 

(2) NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr- 
DLys(AzaglyFur)-Leu-Lys(Nisp)-Pro-DAIaNH 2 

npuMep 15 B pacTBope 50:50 CMecM (3,8 r) 
conon^Mepa muKoneBofi 

KHCnOTbl-2-OKCMMacn?1HOM KucnoTbi , 

nonyneHHoro b CnpaBOHHOM npuMepe 5, n 
nonnMonoMHOM KucnoTbi, nonyneHHOM b 
CnpaBOHHOM npuMepe 2 b 6,7 r (5,0 Mn) 
AMxnopMeTaHa, pacTBopunn 200 Mr au,eTaTa 
cf)M3MonornHecKM aKTMBHoro nenTMAa A. 3tot 
pacTBop oxnaAnnn ao 17°C m Bbinnnn b 1000 
Mn 0,1%-Horo BOAHoro pacTBopa 
nonuBMHMnoBoro cnnpTa, npeABapnTenbHO 
AOBeAeHHoro ao 17°C, h CMecb o6pa6oTann KaK 
b npuMepe 1 c u,enbio nonyneHMfi MMKpoKancyn. 
PacnpeAeneHMe nacTnu, no pa3Mepy m 
coAep>KaHMe cjDH3nonornHecKM aKTHBHoro 
nenTMAa A Ana MMKpoKancyn cocTaBunn ot 5 ao 

65 MKM B 5.0% (Bec/Bec) COOTBeTCTBeHHO. 

ripuMep 16. 

B pacTBope 50:50 CMecu (3,8 r) cononnMepa 
rnnKoneBOM KucnoTbi - 2 - OKCHMacnaHOM 
KucnoTbi, nonyneHHoro b CnpaBOHHOM npuMepe 
5, m nonnMonoHHOM KucnoTbi, nonyneHHOM b 
cnpaBOMHOM npuMepe 3 b 6,7 r (5.0 Mn) 
AMxnopMeTaHa, pacTBopunn 200 Mr au,eTaTa 
cf)M3nonornHecKM aKTMBHoro nenTMAa A. 3tot 
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pacTBop oxnaflnnn ao 17°C m Bbinnnn b 1000 
Mn 0,1%-Horo BOflHoro pacTBopa 
nonuBMHunoBoro cnnpTa, npeABapMTenbHO 
flOBefleHHoro flo 17°C, m CMecb o6paGoTann kbk 
b npMMepe 1 c i^enbio nonyneHMfi MMKpoKancyn. 
PacnpeAeneHMe nacTMU 1 no pa3Mepy v\ 

COflep>KaHHe C|DM3MOnorMHeCKM aKTMBHOrO 

nenTMAa A Arm MMKpoKancyn cocTaBunn ot 10 

AO 60 MKM M 4,8% (Bec/Bec) COOTBeTCTBeHHO. 

ripniviep 1 7. 

B pacTBope 50:50 CMecM (3,8 r) cononMMepa 
rriMKOJieBOM KucnoTbi - 2-OKCi/iMaarmHOM 
KucnoTbi, nonyneHHoro b cnpaBOHHOM npMMepe 

5, n nonnMOJioHHOM KucnoTbi, nonyneHHOM" b 
cnpaBOHHOM npMMepe 4 b 6,7 r (5,0 ivin) 
AMxnopMeTaHa, pacTBopunn 200 r ai4eTaTa 
cf>M3MOJiornHecKM aKTMBHoro nenTMAa A. 3tot 
pacTBop oxnaAMnM flo 17°C v\ BbinMnM b 1000 
Mn 0,1%-Horo BOAHoro pacTBopa 
nonnBUHUJioBoro cnnpTa, npeABapMTenbHO 
AOBeAeHHoro flo 17°C m CMecb ocpao'oTanM KaK 
b npMMepe 1 c i^enbio nonyneHMfi MUKpoKancyn. 
PacnpeAeneHMe nacTMLj no pa3Mepy v\ 
coAepxaHne Qbn3nonornHecKM aKTMBHoro 
nenTMAa A Arm MMKpoKancyn cocTaBunn ot 10 

AO 75 MKM M 4,6% (Bec/Bec) COOTBeTCTBeHHO. 

npuMep 18. 

B pacTBope 50:50 CMecu (3,8 r) cononMMepa 
rriMKoneBOM KucnoTbi - 2-OKCi/iMacrmHotf 
KucnoTbi, nojiyneHHoro b cnpaBOHHOM npMMepe 

6, n nonnMOJioHHOM KucnoTbi, nonyneHHoPi b 
cnpaBOHHOM npMMepe 2 b 6,0 r (4,5 mji) 
AHxnopMeTaHa, pacTBopuriM 200 r ai^eTaTa 
cf)M3MOJiorMHecKM aKTMBHoro nenTMAa A. 3tot 
pacTBop oxnaAnriM ao 17°C m BbinmiM b 1000 
mji 0,1%-Horo BOAHoro pacTBopa 
nonuBMHunoBoro cnMpTa, npeABapMTenbHO 
AOBeAeHHoro ao 10°C, m CMecb o6pa6oTann KaK 
b npMMepe 1 c i^enbio nonyneHMfl MMKpoKancyn. 
PacnpeAeneHMe nacTMU, no pa3Mepy m 
coAep>KaHne qbM3nonorMHecKM aKTMBHoro 
nenTMAa A Ana MMKpoKancyn cocTaBMnn ot 5 ao 

60 MKM M 4,9% (Bec/Bec) COOTBeTCTBeHHO. 

ripuMep 19. 

B pacTBope 50:50 CMecM (3,8 r) cononMMepa 
rriMKoneBOM KMcnoTbi - 2-OKCMMacnflHOM 
KkicnoTbi, nonyneHHoro b cnpaBOHHOM npMMepe 

7, n nonMMonoHHOM KucnoTbi, nonyneHHOM b 
cnpaBOHHOM npMMepe 2 b 6,0 r (4,5 Mn) 
AHxnopMeTaHa, pacTBopunM 200 r au,eTaTa 
cf)M3MonorMHecKM aKTMBHoro nenTMAa A. Otot 
pacTBop oxnaAnnM ao 17°C m BbinMnM b 1000 
Mn 0,1%-Horo BOAHoro pacTBopa 
nonMBMHMnoBoro cnMpTa, npeABapMTenbHO 
AOBeAeHHoro ao 17°C m CMecb o6pa6oTann KaK 
b npMMepe 1 c u,enbio nonyneHMfl MMKpocqbep. 
PacnpeAeneHMe nacTMi^ no pa3Mepy m 
coAep>KaHMe cpM3MonorMHecKM aKTMBHoro 
nenTMAa A b MMKpoKancynax cocTaBMnM ot 10 

AO 65 MKM M 4,9% (Bec/Bec) COOTBeTCTBeHHO. 

ripMMep 20. 

B pacTBope 50:50 CMecM (3,6 r) cononMMepa 
rnMKoneBOM KMcnoTbi - 2-OKCMMacn^HOM 
KMcnoTbi, nonyneHHoro b cnpaBOHHOM npMMepe 
9, m nonMMonoHHOM KMcnoTbi, nonyneHHOM b 
cnpaBOHHOM npMMepe 8 b 7,0 r (5,3 Mn) 
AMxnopMeTaHa, pacTBopunM 400 r ai^eTaTa 
cf)M3MonorMHecKM aKTMBHoro nenTMAa A. 3tot 
pacTBop oxnaA^nM ao 17°C m BbinnnM b 1000 
Mn 0,1%-Horo BOAHoro pacTBopa 
nonMBMHMnoBoro cnMpTa, npeABapMTenbHO 
AOBeAeHHoro ao 17°C, m CMecb o6pa6oTanM KaK 
b npMMepe 1 c i^enbhD nonyneHMfl MMKpoKancyn. 
PacnpeAeneHMe nacTMi^ no pa3Mepy m 
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co Ae p>Ka h m e qtiM3MonorMHecKM aKTMBHoro 
nenTMAa A Arm MMKpoKancyn cocTaBMnM ot 5 ao 

65 MKM H 7,2% (Bec/Bec) COOTBeTCTBeHHO. 

ripMMep 21 

240 Mr au,eTaTa 

NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr-DLys(A 
zaglyNic)- Leu-Lys(Nisp)-Pro-DAIaNH 2 {Ranee 
Ha3biBaeMoro Arm KpaTKOCTM c)DM3MonorMHecKM 
aKTMBHbiM nenTMAOM B), nonyneHHoro b 
cnpaBOHHOM npMMepe 1 1 , pacTBopMnM b 
pacTBope 50: 50 CMecM (1,76 r) cononMMepa 
rnMKoneBOM KMcnoTbi-2-OKCMMacnfiHOM KMcnoTbi, 
nonyneHHoro b cnpaBOHHOM npMMepe 9, m 
nonMMonoHHOM KMcnoTbi, nonyneHHOM b 
cnpaBOHHOM npMMepe 8 b 3,2 r (2,4 Mn) 
AMxnopMeTaHa. 06pa30BaBUJMMCfl pacTBop 
oxnaAMnM ao 18°C m BbinMnM b 400 Mn 
0,1%-Horo BOAHoro pacTBopa nonMBMHMnoBoro 
cnMDTa, npeABapMTenbHO AOBeAeHHoro ao 
16 °C, m CMecb o6pa6oTanM KaK b npMMepe 1 c 
i^enbK) nonyneHMfl MMKpoKancyn. 
PacnpeAeneHMe nacTMU no pa3Mepy m 
coAepxaHMe cjDM3MonorMHecKM aKTMBHoro 
nenTMAa B Ann MMKpoKancyn cocTaBMnM ot 5 ao 

70 MKM H 10,3% (Bec/Bec) COOTBeTCTBeHHO. 

ripMMep 21 

240 Mr ai^eTaTa 

NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr-DLys(A 
zaglyFur)- Leu-Lys(Nisp)-Pro-DAIaNH2 (panee 
Ha3biBaeMoro Ana KpaTKOCTM cjDM3MonorMHecKM 
aKTMBHbiM nenTMAOM C), nonyneHHoro b 
cnpaBOHHOM npMMepe 10, pacTBopMnM b 
pacTBope 50: 50 CMecM (1,76 r) cononMMepa 
rnMKoneBOM KMcnoTbi-2-OKCMMacn^HOM KMcnoTbi, 
nonyneHHoro b cnpaBOHHOM npMMepe 9, m 
nonMMonoHHOM KMcnoTbi, nonyneHHOM b 
cnpaBOHHOM npMMepe 8 b 3,2 r (2,4 Mn) 
AMxnopMeTaHa. 06pa30BaBLUMMCfl pacTBop 
oxnaAMnM ao 18°C m BbinMnM b 400 Mn 
0,1%-Horo BOAHoro pacTBopa nonMBMHMnoBoro 
cnMDTa, npeABapMTenbHO AOBeAeHHoro ao 
1 6 °C m CMecb o6pao"oTanM KaK b npMMepe 1 c 
i^enbHD nonyneHMfl MMKpoKancyn. 
PacnpeAeneHMe nacTMi^ no pa3Mepy m 
coAep>KaHMe c|DM3MonorMHecKM aKTMBHoro 
nenTMAa C nnn MMKpoKancyn cocTaBMnM ot 5 ao 

65 MKM W 10,9% (Bec/Bec) COOTBeTCTBeHHO. 

ripMMep 22 

N-TeTparMApoqbyp-2-OMn-Gly-D2Nal-D4CIPh 
e-D3Pal-Ser-NMeTyr- 
DLys(Nic)-Leu-Lys(Nisp)-Pro-DAIaNH 2 
(M3roTaBnMBaeMbiM b npoMbimneHHOCTM TAP; 
Aanee Ha3biBaeMbiM 3Aecb Ana KpaTKOCTM 
qbn3MonorMHecKM aKTMBHbiM nenTHAOM D) ai^eTaT 
[FAB Macc-cneKTpoMeTpMM: m/e 1647 (M + H) + ], 
240 Mr, pacTBopMnM b pacTBope 50:50 CMecM 
(1,76 r) cononMMepa rnMKoneBOM 

KMCnOTbl-2-OKCMMacnflHOM KMCnOTbl, 

nonyneHHoro b cnpaBOHHOM npMMepe 9, m 
nonMMonoHHOM KMcnoTbi, nonyneHHOM b 
cnpaBOHHOM npMMepe 8 b 3,2 r (2,4 Mn) 
AMxnopMeTaHa. 06pa30BaB lummc^ pacTBop 
oxnaAMnM ao 18°C m BbinMnM b 400 Mn 
0,1%-Horo BOAHoro pacTBopa nonMBMHMnoBoro 
cnMDTa, npeABapMTenbHO AOBeAeHHoro ao 
16 °C, m CMecb o6pa6oTanM KaK b npMMepe 1 c 
i4enbio nonyneHM^ MMKpoKancyn. 
PacnpeAeneHMe nacTMi^ no pa3Mepy m 
coAepxaHMe cjDM3MonorMHecKM aKTMBHoro 
nenTMAa D nnn MMKpoKancyn cocTaBMnM ot 5 ao 

70 MKM H 10,5% (Bec/Bec) COOTBeTCTBeHHO. 

ripMMep 23 

200 Mr ai^eTaTa cjoM3MonorMHecKM aKTMBHoro 
nenTMAa A AoSaBMnM m pacTBopMnM b pacTBope 
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cononMMepa mojiohhou KucrioTbi-rnnKoneBon 
KucnoTbi (MonoMHaa KMcnoTa/rxiMKoneBafl 
KMcnoTa = 75/25 (Mon.%), GPC cpeflHeBecoBOM 
MoneK. Bee = 5000, GPC cpeAHeHMcnoBOM 
MoneK. Bee. = 2000, cpeAHeHMcnoBOM 
MoneKyjiapHbiM Bee, onpefleneHHbiM no 
KOHi^eBbiM rpynnaM = 2200; npoM3BOAMTenb 
Wako Pure Chemical (Lot. 920729)) b 5,3 r 
(4,0 mji) AUxnopivieTaHa. 06pa30BaBLUHMCfl 
pacTBop oxjiaflnnki ao 17°C v\ Bbmnnn b 1000 
mji 0,1%-Horo BOAHoro pacTBopa 
nonnBUHUJiOBoro cnnpTa (EG-40, Nippon 
Synthetic Chemical Industry Co., Ltd), 
npeABapmenbHO ao Be Ae h h o ro ao 16°C, h 
civiecb SMyribrnpoBann, Mcnonb3ya TypOMHHbiM 
CMecMTenb npn 7000 ooVmmh Ann nonyneHMfl 
O/W 3Myjibcnn. 3Ty O/W 3MynbCMio 
nepeivieujMBanM npn komhsthom TeivinepaType b 
TeneHne 3 nacoB Arm ynapuBaHUfi 
AnxnopMeTaHa. MacnflHOM cf)a3e Aa-nn 
3aTBepAeTb n co6pann c noMOLAbio L^eHTpucjDyrM 
(05PR-22, Hitachi) npn 2000 o6/mmh. 3tot 
TBepAbM npoAyKT noBTopHO AUcneprnpoBann b 
AUCTMJinnpoBaHHOM BOAe n flononHMTeribHO 
L^eHTpuctDyrnpoBann Arm BbiMbiBaHna 
CBoGoflHoro neKapcTBeHHoro cpeflCTBa n t.a. 
Co6paHHbie MMKpoKancynbi noBTopHO 
AncneprnpoBann b He6onbu_ioM KonnMecTBe 
AUCTMJlJIMpOBaHHOM BOAbl c nocneAyiom,MM 
AoGaBJieHneM 0,3 r D-MaHHMTona n noABepmn 
cyniKe npn TeivinepaType Huxe tohkm 
3aiviep3aHMjq Ana nonyneHMfl noponiKa. 
PacnpeAeneHMe nacTMU, no pa3Mepy n 
coAepKaHne cf>M3MonorMHecKM aKTMBHoro 
nenTMAa A Arm MMKpoKancyn cocTaBunn ot 5 ao 

60 MKM M 4,7% (Bec/Bec) COOTBeTCTBeHHO. 

ripuBeAeHHbiM BbiLue cnoco6oM M3roTOBneH 
npenapaT 3aivieAneHHoro BbicBo6o>KAeHMfi 
cneAyfOLUMX nenTMAOB (1) n (2): 

1) ai4eTaT 4>n3MOJiornHecKM aKTMBHoro 
nenTMAa B; 

2) au,eTaT 4>M3nojiornHecKM aKTMBHoro 
nenTMAa C. 

ripniviep 24 

200 Mr ai^eTaTa c(DM3MonorMHecKM aKTMBHoro 
nenTMAa A Ao6aBnnM v\ pacTBopunn b pacTBope 
3,8 r cononMMepa motiomhom 

KMcnoTbi-rnMKoneBOM KMcnoTbi (MonoHHaa 
KMcnoTa/rnnKoneBan KucnoTa = 75/25 (moji.%), 
GPC cpeAHeBecoBOM MoneK. Bee = 10000, GPC 
cpeAHeHMcnoBOM MoneK. Bee = 4400, 
cpeAHeMMcnoBOM MoneK. Bee, onpeAeneHHbiM" no 
KOHLjeBbiM rpynnaM, 4300; M3roTOBMTenb Wako 
Pure Chemical (Lot. 880530)) b 6.7 r (5,0 
Mn) AnxnopMeTaHa. 06pa30BaBiuMMCfl pacTBop 
oxnaAnnn ao 17°C m Bbinnnn b 1000 mji 
0,1%-Horo BOAHoro pacTBopa nonMBMHMnoBoro 
cnwoTa, npeABapMTeribHO AOBeAeHHoro ao 
1 1 °C. 3aTeM noBTopMfin MeTOAMKy npMMepa 1 1 
c u,enbfo nonyneHM?! MMKpoKancyn. 
PacnpeAeneHMe Hacn/iu, no pa3Mepy m 
coAep>KaHne cjDM3MonorMHecKM aKTMBHoro 
nenTMAa A Arm MMKpoKancyn cocTaBMnn ot 5 ao 

65 MKM l/l 4,5% (Bec/Bec) COOTBeTCTBeHHO. 

ripuMep 25 

400 Mr aueTaTa cf)M3MonorMHecKM aKTMBHoro 
nenTMAa A pacTBopMnn b pacTBope cononMMepa 

MOnOHHOM KMCJIOTbl-rilMKOneBOM KMCJIOTbl , 

nonyneHHoro b cnpaBOHHOM npMMepe 12, 3,6 r b 
8,0 r (6,0 Mn) A^xjiopMeTaHa. 06pa30BaBLUMMCfl 
pacTBop oxnaAMJiM ao 15°C m BbiJiMJiM b 1000 
mji 0,1%-Horo pacTBopa nonMBMHMnoBoro 
cnMDTa, npeABapMTeribHO AOBeAeHHoro ao 
14 °C. flanee, noBTopmnn MeTOAMKy npMMepa 11 
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Ana nonyneHMS MMKpoKancyn. PacnpeAeneHne 
nacTnu, no pa3Mepy m co Ae p>Ka h m e 
cjDM3MonornMecKM aKTMBHoro nenTMAa A Arm 
MMKpoKancyn cocTaBMnM ot 5 ao 65 mkm m 8,2% 

(Bec/Bec) COOTBeTCTBeHHO. 

ripMMep 26 

400 Mr au,eTaTa cf)M3MonorMMecKM aKTMBHoro 
nenTMAa A pacTBopMnM b pacTBope cononMMepa 

MOnOHHOM KMCnOTbl-mMKOneBOM KMCnOTbl, 

nonyneHHoro b cnpaBOHHOM npMMepe 13, 3,6 r b 
8,0 r (6,0 Mn) A^xnopMeTaHa. 06pa30BaBLUMMC?i 
pacTBop oxnaAMnM ao 15°C m BbinMnM b 1000 
Mn 0,1%-Horo pacTBopa nonMBMHMnoBoro 
cnMDTa, npeABapMTenbHO AOBeAeHHoro ao 
15 °C. nocne SToro noBTopMnM MeTOAMKy 
npMMepa 1 1 aha nonyneHMn MMKpoKancyn. 
PacnpeAeneHMe nacTMU, no pa3Mepy m 
co Ae p>Ka h m e cjDM3MonorMHecKM aKTMBHoro 
nenTMAa A Ana MMKpoKancyn cocTaBMnM ot 5 ao 

65 MKM M 8,4% (Bec/Bec) COOTBeTCTBeHHO. 

npMMep 27 

Ai^eTaT neMnponepMHa (M3roTOBMTenb: 
Takeda Chemical Industries), 400 Mr A°6aBMnM 
k pacTBopy Toro >Ke cononMMepa MonoHHOM 

KMCnOTbl-mMKOneBOM KMCnOTbl, KOTOpbIM 

Mcnonb30BaH b npMMepe 12, 3,6 r b 8,0 (6,0 
Mn) AnxnopMeTaHa Ana npMroTOBneHMfl 
npo3paHHoro roMoreHHoro pacTBopa. 
06pa30BaBLUMMca pacTBop oxnaAMnM ao 15°C 
m BbinMnM b 1000 Mn 0,1%-Horo pacTBopa 
nonMBMHMnoBoro cnMpTa, npeABapMTenbHO 
AOBeAeHHoro ao 15°C. nocne 3Toro noBTopMnM 
MeTOAMKy npMMepa 11 Ana nonyneHMfl 
MMKpoKancyn. 

3KcnepnMeHTanbHbiM npuMep 28 
l~lpM6nM3MTenbHO 30 Mr MMKpoKancyn, 
nonyneHHbix b npMMepe 1, AncneprMpoBanM b 
AMcnepcMOHHOM cpeAe (pacTBop 2,5 Mr 
Kap6oKCMMeTMnuennK)no3bi, 0,5 Mr 

nonMCopoaTa 80 m 25 Mr MaHHMTona b 
AMCTMnnMpoBaHHOM BOAe) m A^cnepcMio 
BnpbicHynM noAKO>KHO b cnMHy 1 0-HeAenbHbix 
caMU,OB SD Kpbic, Mcnonb3ya 22C-Mrny 
(A03MpoBKa MMKpoKancyn cocTaBnana 60 
MKr/Kr). riocneAOBaTenbHO nocne BBeAeHM^ 
Kpbic yMepu^BnRnM, ocTaTKM MMKpoKancyn 
M3BneKanM M3 ynacTKa BBeAeHM^ m onpeAenanM 

KOnMHeCTBO CjDM3MOnOTMHeCKM aKTMBHoro 

nenTMAa A b MMKpoKancynax. Pe3ynbTaTbi 

noKa3aHbi b Ta6n. 1 . 

3KcnepnMeHTanbHbie npuMepbi 29-33 
Hcnonb3yfl MMKpoKancynbi, nonyneHHbie b 

npMMepax 2-6, 6binM onpeAeneHbi ocTaTOHHbie 

KOnMHeCTBa CjDM3MOnOTMHeCKM aKTMBHoro 

nenTMAa A TaioKe, KaK b 3KcnepMMeHTanbHOM 
npMMepe 28. Pe3ynbTaTbi TaioKe noKa3aHbi b 
Ta6n. 1 . 

I/I3 Ta6n. 1 ECHO, mto Bee MMKpoKancynbi 
cornacHO M3o6"peTeHMio xapaKTepM3yK)Tca b 
3HaHMTenbHOM CTeneHM nocTO^HHbiM 

BblCB060>KAeHMeM C|DM3MOnorMHeCKM aKTMBHoro 

nenTMAa m KpoMe Toro, xapaKTepM3yhOTCjR 
3HaHMTenbHOM CTeneHbio CBo6oAbi ot 
HananbHoro HMnynbca. 

Ta6n. 2 noKa3biBaeT MOAenM nMHeMHOM 

perpeCCMM, K03Cf)C|DMI4MeHTbl Koppenflu,MM M 

nepMOflbi BbicBo6o>KAeHMfl, paccHMTaHHbie KaK 
X-OTpe30K, OTceKaeMbiM Ha ocm KoopAMHaT, 
KOTopbie onpeAeneHbi no cnoco6y ©MonpoSbi 
(aBTop Akira Sakuma, Tokyo University Press, 
June 5, 1978, p. 111) 

M3 Ta6n. 2 hcho, hto nyTeM M3MeHeHM^ 
cpeAHeBecoBoro MoneKynfipHoro Beca 
nonMMonoHHOM KMcnoTbi, CMeujMBaeMOM c 
cononMMepoM mMKoneBOM 
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KMCnOTbl-2-OKCMMacnflHOM KMCJIOTbl , 

npOAOJl>KHTeJ1bHOCTb BblCB00"0>KAeHMfl MO>KeT 

nerKO KOHTpon n poBaTbCfl b MHTepBane 
npn6nn3MTenbHO ot 3,5 HeAenb ao 11,5 HeAenb. 

Taon. 3 noKa3biBaeT MOAenn nMHeiiHOM 
perpeccnn, K03qbqbMU,MeHTbi Koppenni4nn v\ 
nepnoAbi BbiCBo6o>KAeHMfl KaK OTpesoK, 
OTceKaeMbiPi kpmbom Ha ocm X-KoopAMHaT, 
KOTopbie onpeAeneHbi M3 AaHHbix Taon. 1 TeM 
we cnoco6oM, hto ncnonb30BaH b Ta6n. 2. 

M3 Ta6n. 3 hcho, hto nyTeM usivieHeHMfl 
MonbHOM aojim rriMKoneBOM KucnoTbi b 
cononnMepe muKoneBOM 

KMCriOTbl-2-OKCHMacnflHOM KMCnOTbl , 

npoAOJi>KMTeribHOCTb BbiCBo6o>KAeHkm mo>kgt 
nerKO KOHTpon upoBaTbCfl b MHTepBane 
npn6nn3MTeribHO ot 3,1 HeAerib ao 6,6 HeAerib. 
3KcnepnMeHTaribHbie npniviepbi 34-36 
Hcnonb3ya MMKpoKancynbi, nonyneHHbie b 
npuMepax 34-36, ocTaTOHHbie KonMnecTBa 
4)H3nonorMHecKM aKTMBHoro nenTMAa b 
MMKpoKancynax onpeAeriMnn KaK b cnpaBOHHOM 
npniviepe 1, 3a TeM MCKniOHeHMeM, hto 
AQ3npoBKa MMKpoKancyn cocTaBnnna 
npn6nn3MTenbHO 30 Mr/Kr. Pe3yribTaTbi 
noKa3aHbi b Taon. 4. Taon. 5 noKa3biBaeT 
MOAenn nnHeMHOM perpeccMM, K03abqoMU,MeHTbi 
Koppermi4nn m nepnoAbi BbicBoSoKAeHun, 
paccHHTaHHbie KaK X-OTpe30K Ha ocm KoopAHHaT, 
KOTopbie onpeAeneHbi b AaHHbix Ta6n. 4 no tom 
we MeTOAUKe, hto Mcnonb30BaHa b Ta6n. 2. 

H3 Taon. 4 m 5 acho, hto MMKpoKancyribi 
cornacHO HacTOflLU,eMy M3o6peTeHMKo 
xapaKTepn3yK)Tca b ochobhom nocTOHHHbiM 

BblCBOGO>KAeHMeM C|DM3MOnorMHeCKM aKTMBHoro 

nenTMAa m, KpoMe Toro, xapaKTepM3yK0Tca 
3HaHHTeribHoCi CTeneHbfo CBOOOAbi ot 
HanaribHoro MMnynbca. 

SKcnepuMeHTaribHbiM npi/iMep 37 

Mcnonb30BaHweM MMKpoKancyn, nonyHeHHbix 
b npniviepe 37, onpeAeneHbi ocTaTOHHbie 
KonnnecTBa c|DM3MonorMHecKM aKTMBHoro 
nenTMAa TaioKe, KaK b SKcnepuMeHTanbHOM 
npniviepe 34. Pe3ynbTaTbi noKa3aHbi b Ta6n 6. 
Taon. 7 noKa3biBaeT MOAenM nnHePiHOM 
perpeccMM, Koacpqbi/iu.MeHTbi Koppenni^nn v\ 
nepnoAbi BbicBo6o>KAeHH5i I paccHMTaHHbie KaK 
X-OTpe3KH Ha ocm KoopAMHaT, KOTopbie 
onpeAeneHbi M3 AaHHbix Ta6n. 6 no MeTOAMKe, 
ncnonb30BaHHOM b Ta6n. 2. 

M3 Ta6n. 6 w 7 echo, hto MMKpoKancynbi 
cornacHO HacTOflineMy n3o6peTeHnio 
xapaKTepM3yioTcyi b ochobhom nocTOHHHbiM 

BblCB060>KAeHMeM Cf)M3MOnorMHeCKM aKTMBHoro 

nenTMAa n, KpoMe Toro, xapaKTepn3yioTCfl 
3HaHHTenbHoi?i CTeneHbfo cboooan ot 
HananbHoro HMnynbca. 

SKcnepMMeHTanbHbiM npuMep 38 

OKono 30 Mr Kancyn, nonyneHHbix b npuMepe 
38, A^icneprwpoBanM b 0,5 Mn AUcnepcuoHHOM 
cpeAbi (npuroTOBneHHoCi pacTBopeHneM 
Kap6oKCHMeTnni4ennfono3bi (2,5 Mr), 

nonncop6aTa 80 (0,5 Mr) v\ MaHHUTona (25 Mr) 
b AUCTunnnpoBaHHOM BOAe) n AHcnepcMi-o 
BnpbicHynn noAKO>KHO b cnnHy 1 0-HeAenbHbix 
caMU,OB SD Kpbic, Mcnonb3y?i 22G urny 
(A03npoBKa MMKpoKancyn coeraBnflna 60 Mr/Kr). 
nocneAOBaTenbHO nocne BBefleHna Kpbic 
yMepLABnann, oct3tkh MUKpoKancyn n3BneKanM 
i/i3 ynacTKa BBeAeHMfi n onpeAenann KonnnecTBO 
4>n3nonorMHecKM aKTMBHoro nenTMAa A b 
MMKpoKancynax. Pe3ynbTaTbi noKa3aHbi b Taon. 
8. 

3KcnepnMeHTanbHbiM npuMep 39 
Mcnonb3yq MUKpoKancynbi, nonyneHHbie b 
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npuMepe 39, b ocTanbHOM noBTopunn MeTOAHKy 
3KcnepnMeHTanbHoro npuMepa 38 m 
nccneAOBann ocTaTOK cf)M3MonornHecKM 
aKTMBHoro nenTHAa A. Pe3ynbTaTbi noKa3aHbi b 
Ta6n. 8. 

OKcnepHMeHTanbHbiM npuMep 40 

Hcnonb3yyi MUKpoKancynbi, nonyneHHbie b 
OKcnepuMeHTanbHOM npuMepe 40, b ocTanbHOM 
noBTopunn MeTOAHKy 3KcnepnMeHTanbHoro 
npuMepa 38 n nccneAOBann ooraTOK 
qbn3nonornHecKM aKTMBHoro nenTHAa A. 
Pe3ynbTaTbi noKa3aHbi b Ta6n. 8. 

OKcnepuMeHTanbHbiM npuMep 41 

Hcnonb3y« MUKpoKancynbi, nonyneHHbie b 
npuMepe 41 , b ocTanbHOM noBTopunn MeTOAHKy 
3KcnepnMeHTanbHoro npuMepa 38 m 
nccneAOBann c)DH3MonornHecKM aKTHBHbiPi 
nenTHA A. Pe3ynbTaTbi noKa33Hbi b Ta6n. 8. 

Taon. 9 noKa3biBaeT MOAenn nkiHeMHOM 
perpeccnn, KoacjDcfiUL^MeHTbi Koppen5RU.nn m 
nepHOAbi BbiCBo6o>KAeHMfl, KaK X-OTpe3KH Ha 
ocu KoopAMHaT, KOTopbie onpeAeneHbi \A3 
AaHHbix Ta6n. 8 no TeM >Ke MeTOAMKaM, hto 
ncnonb30BaHbi b Ta6n. 2. 

M3 Ta6n. 8 h 9 echo, hto npenapaT 
3aMeAneHHoro BbicBo6o>KAeHMfi cornacHO 
HacTOflLAeMy M3o6peTeHHK) Hen3MeHHO 
o6ecneHMBaeT b 3HannTenbHoi?i CTeneHM 
nocTO^HHoe BbicBo6o>KAeHMe nenTHAa Ha 
pa3nnHHbix OTpe3Kax BpeMeHH. 

npuMep cpaBHeHns 42 

400 Mr au,eTaTa ct)H3MonornHecKM aKTHBHoro 
nenTMAa A Ao6aBnnn b pacTBopy cononMMepa 
MonoHHoCi KHcnoTbi/rniiKoneBOM KHcnoTbi 
((MonoHHafl KMcnoTa/rnHKoneBaq KHcnoTa = 
50/50 (Mon.%), GPC cpeAHeBecoBOM MoneKyn. 
Bee = 58000, GPC cpeAHeHMcnoBOM MoneK. Bee 
= 14000, cpeAHeHHcnoBOM MoneK. Bee, 
onpeAeneHHbM no KOHU,eBbiM rpynnaM = 45000; 
npoH3BOAHTenb: Boehringer-lngelheim (Lot. RG 
505-05077), 3,6 r, B 33,2 r (25,0 Mn) 
AMxnopMeTaHa, ho ai^eTaT qbM3MonornHecKM 
aKTMBHoro nenTMAa A MO>KeT 6biTb He 

nOJIHOCTblO paCTBOpeHHblM. 

npuMep cpaBHeHMsq 43 

400 Mr au,eTaTa cf)M3MonorMHecKM aKTMBHoro 
nenTMAa A Ao6aBMnM k pacTBopy cononMMepa 

MOnOHHOM KMCnOTbl-mMKOneBOM KMCnOTbl 

(MonoHHaa KMcnoTa/rnMKoneBa^ KMcnoTa = 
75/25 (Mon.%), GPC cpeAHeBecoBOM MoneKyn. 
Bee = 18000, GPC cpeAHeHMcnoBOM MoneK. Bee 
= 8400, cpeAHeHMcnoBOM MoneK. Bee, 
onpeAeneHHbiM no KOHU,eBbiM rpynnaM = 30000; 
M3roTOBMTenb: Boehringer-lngelheim (Lot. RG 
752-15057), 3,6 r, b 8,0 r (6,0 Mn) 

AMXnopMeTaHa, HO CjDM3MOnorMHeCKM aKTMBHbIM 

nenTMA A MO>KeT 6biTb He nonHocTbio 
pacTBopeHHbiM. 3Ty A^cnepcMHD oxnaAMnM ao 
1 7°C m BbinMnM b 1000 Mn 0,1%-Horo BOAHoro 
pacTBopa nonMBMHMnoBoro cnMpTa, 

npeABapMTenbHoro AOBeAeHHoro ao 15°C atia 
npMroTOBneHMfl MMKpoKancyn no tom >Ke 
MeTOAMKe, hto onMcaHa b npMMepe 38. 
PacnpeAeneHMe nacTMi^ no pa3Mepy m 
coAep>KaHMe qbM3MonorMHecKM aKTMBHoro 
nenTMAa A Ana MMKpoKancyn cocTaBMnM ot 10 

AO 90 MKM H 2,5% (Bec/Bec) COOTBeTCTBeHHO. 

npuMep cpaBHeHMfl 44 

400 Mr au,eTaTa qbM3MonorMHecKM aKTMBHoro 
nenTMAa A Ao6aBMnM k pacTBopy cononMMepa 

MOnOHHOM KMCnOTbl/mMKOneBOM KMCnOTbl 

(MonoHHasq KMcnoTa/rnMKoneBafi KMcnoTa = 
75/25 (Mon.%), GPC cpeAHeBecoBOM MoneK. Bee 
= 58000. 

GPC cpeAHeHMcnoBOM MoneK. Bee = 15000, 
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cpeflHeHMcnoBon MoneK. Bee, onpeAeneHHbiM no 
KOHL^eBbiM rpynnaM = 53000; M3roTOBHTerib: 
Boehringer-lngelheim (Lot. RG 755-05019), 
3,6 r, b 21,1 r (16,0 mji) AMxnopMeTaHa, ho 
4)H3nonornHecKH aKTMBHbiM nenTMfl A mojkbt 
6biTb He noriHOCTbto pacTBopeH. 3iy flucnepcufo 
oxnaAnnn ao 17°C v\ Bbinnnn b 1000 mji 
0,1%-Horo BOAHoro pacTBopa nonnBUHnnoBoro 
cnnoTa, npeABapnTenbHoro flOBefleHHoro ao 
16 °C c u,enbK) nonyneHMfl MMKpoKancyn TeM we 
cnocoooM, hto b npMMepe 38. PacnpeAeneHne 
nacTMU, no pa3iwepy n coAepwaHne 
cf)H3nonornHecKH aKTHBHoro nemnfla A Ana 
MMKpoKancyn cocTaBMnM ot 10 ao 90 mkm h 
3,6% (Bec/Bec) cooTBeTCTBeHHO. 

KaK noKa3biBafOT npniviepbi cpaBHeHMfl 42-44, 
nenTMA [I] HacTOflm.ero M3o6peTeHMfl He MoxeT 
6biTb ycneujHO pacTBopeH c cononnMepoM 

MOnOHHOM KMCJIOTbl-rJIMKOneBOM KMCJIOTbl, 
MMeHDLHHM B OCHOBHOM He KOHU,eByfO 

KapSoKCMJibHyK) rpynny. 
ripuMep cpaBHeHMsq 44 

Ai^eTaT nefinponepMHa (M3roTOBMTerib: 
Takeda Chemical Industries) 400 Mr, AoSaBMnn 
k pacTBopy Toro >Ke caivioro cononniviepa 
MonoHHoCi KucnoTbi-mnKoneBOM KMcnoTbi, hto 
ncnonb30BaH b npniwepe cpaBHeHM* 43, 3,6 r, b 
8,0 r (6,0 mji) AUxnopivieTaHa, ho ai^eTaT 
neMnponepnHa MoweT GbiTb He nonHOCTbfo 
pacTBopeH. 

ripenapaT 3aivieAneHHoro BbicBo6o>KAeHMfl 
HacTOflinero n3o6peTeHMfl noKa3biBaeT 
nocTOAHHoe BbicBo6o>KAeHne neKapcTBeHHoro 
cpeACTBa, ocooeHHO nenTMfl [I] Ha npoTfixeHnn 
AnnTenbHoro BpeivieHM, o6ecneHMBafl TaKMM 
o6pa3QM AnnTejibHbiM m CTa6nribHbiM acjDqbeKT. 
Kpoiwe Toro, npoAon>KMTenbHOCTb 

BbicBo6o>KAeHMfi neKapcTBeHHoro cpeACTBa 
nerKO mo>kho KOHTponnpoBaTb n npe3MepHoe 
BbicBo6o>KAeHMe HenocpeACTBeHHO nocne 

BBeAeHWfl MO>KHO MHrnSnpOBaTb. B HaCTHOCTM, 
rHCTaMHH-BblCB060>KAaK)LAafl aKTMBHOCTb 

nenTMAa [I] nocne BBeAeHwa npenapaia 
3aivieAneHHoro BbicBo6o>KAeHMfl MHrn6npyeTca. 
ripenapaT 3aMeAneHHoro BbicBo6o>KAeHMfl 
o6naAaeT npeKpacHOM cnoco6HOCTbK) k 
o6pa3QBaHMfo A^cnepcun. KpoMe Toro, 
npenapaT CTaGnneH (Hanpniwep, no OTHOLueHMfo 
k CBeTy, HarpeBaHMK), Bna>KHOCTM , 
OKpaiunBaHMK)) n HH3KO TOKCHHeH, HaAexeH npn 
BBeAeHMH. 

B cooTBeTCTBHH c npeAnoweHHbiM b 
HacTOfliAeM n3o6peTeHHM cnocoooM 
n po n 3 bo act b a npenapaT 3aMeAneHHoro 
BbiCBoGo^eHMfl, coAepwaiAHW 
cjDapMaKoriornHecKM aKTHBHbiM nenTMA, MO>KeT 
6biTb nerKO nonyneH c xopoiuuM bnxoaom. 
nonyneHHbM TaKMM oGpasoM npenapaT 
3aivieAneHHoro BbicBo6o>KAeHMfl HMeeT rnaAKyto 
noBepxHOCTb n oonaAaeT npeKpacHOM 

MO6nnbHOCTbh0. 

ctopMyna M3o6peTeHH£i: 

OapMai^eBTMHecKafl KOMno3nu.ua 
3aMeAneHHoro BbicBo6o>KAeHMfl, KOTopaa 
BKTiK)HaeT cjDM3MonornHecKM aKTMBHbM nenTMA n 
6nopa3naraeMbiM nonnMep, OTnMHakOLAMiicfl 
TeM, hto b KanecTBe cf)M3nonornHecKM aKTMBHoro 
nenTMAa OHa coAep>KMT nenTMA o6LU,eM 
cfjopMynbi I 



CH 

I 2 



CH 
I 2 



CH -OH 

I 2 
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CH CH 
| Z | 

— NH— CH— CO— NH— CH— CO— N- 



■A 



CH — CO— R — MH 



b kotopom X npeACTaBnaeT co6om 
au,nnrpynny; 

Ri, R2 m R4 Ka>KAbiM npeACTaBnaeT 
apoMaTMHecKyfo u,MKnMHecKyK> rpynny; 

R3 npeACTaBnaeT D-aMMHOKMcnoTHbiM 
ocTaTOK v\nv\ rpynny cf)opMynbi (II) 

CH —R J 
| Z 3 

— NH— CH— CO— 

b KOTopoM r' - reTepou,i/iKnnMecKafl rpynna; 



R 5 npeACTaBn^eT rpynny 

B KOTOpOM 



— C CH > — R" r 

Z n 5 



4>opMynbi 
n = 2 unM 



20 3, n R^-aMMHorpynny, KOTopaa Heo6?i3aTenbHO 

mo>kgt 6biTb saMemeHHOM, apoMaTunecKyfo 
u.MKnuHecKyK) rpynny nnn 0-rnnK03nn; 

Re npeACTaBn^eT rpynny qbopMynbi 

— CCH > — R' , B KOTOpOM n = 2 unM 
Z in 6 

3, m R^- aMUHorpynny, KOTopaq MO>KeT 6biTb 

Heo6?i3aTenbHO 3aMeu4eHHoi?i; 

R7 npeACTaBnaeT D-aMMHOKMcnoTHbifi nnn 
a3arnMU,MnbHbii?i ocTaTOK; 

Q - BOflopofl nnn HM3LUHM anKnn, 
nnn ero conb v\ b KanecTBe 6nopa3naraeMoro 
nonnMepa nonMMep, HMeH3LL\MM KOHU,eByk3 
Kap6oKCMnbHyK) rpynny, rAe 3HaneHne cpeAHero 
MoneKynapHoro Beca 3Toro nonMMepa, 
onpeAeneHHoro no KOHU,eBbiM rpynnaM, ot 0,4 
AO 2 pa3 6onbLue, neM 3HaneHne cpeAHero 
MoneKyn^pHoro Beca, onpeAeneHHoro 
renbnpoHMKatoLU,eM xpoMaTorpacjDweM. 

2. KoMno3Mi4Mfl no n.1, OTnMHafoiAajRC^ TeM, 
hto coAep>KHT nenTHA cjDopMynbi (I), rAe X - 
C 2 -C 7 -anKaHown, Heo6fl3aTenbHO saMeu^eHHbiM 
5- \ah\a 6-nneHHOM reTepoi^MKnuHecKoPi 
Ka p6o Kca m mao rpy n n o m . 

3. KoMno3MU,Mfl no n.2, OTnMHaK)LAaflc?i TeM, 
hto X - C 2 _4-anKaHOMn, Heo6^3aTenbHO 
3aMeLU,eHHbiM 

TeTparMAPocjDypMnKap6oKcaMMAorpynnoM. 

4. KoMno3MU,Mfl no n.1, OTnMHafOLAa^cq TeM, 
hto coAep>KMT nenTMA c)DopMynbi I, rAe X - 
au,eTMn. 

5. KoMno3MU,Mfl no n.1, OTnMHaK)LAa^cfl TeM, 
hto b KanecTBe 6Mopa3naraeMoro nonMMepa 
coAep>KMT CMecb (A) cononMMepa rnMKoneBOM 

KMCnOTbl M OKCMKapOOHOBOM KMCnOTbl O^Li^eM 

qbopMynbi II 



HOCHCOOH 

B KOTopoPi R - anKMn, co Ae p>Ka ia m m ot 2 ao 8 
aTOMOB yrnepoAa; 

H (B) nonMMOnOHHOM KMCnOTbl. 

6. KoMno3MU,Mfl no n.1, OTnMHafOLAa^cq TeM, 
hto coAep>KMT nenTMA c|DopMynbi I, rAe X - 
au,eTMn, a b KanecTBe 6Mopa3naraeMoro 
nonMMepa - CMecb (A) cononMMepa rnMKoneBOM 

KMCnOTbl M OKCMKapOOHOBOM KMCnOTbl O^Li^eM 

qbopMynbi II 



o 

o 

00 
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b KOTopoM R - anKMn, co Ae p>Ka la m m ot 2 ao 8 
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ro 

00 

cn 
O 



aTOMOB ymepofla, 

n (B) norm m on oh ho KMcnoTbi. 

7 KoMno3MU,Mfl no n.5, OTTiMHakOLnaflCfl TeM, 
mo cononnMep HMeeT cpeflHeBecoByfo 
MoneKyn^pHyK) Maccy 2000 - 50000, 
onpeAeneHHyK) MeTOAOM renbnpoHMKaioLLJ.eM 
xpoMaTorpaqbMM (mX). 

8. KoMno3Mi4Ma no n. 5, OTJiMHafOLAaflCfl TeM, 
hto conoriMMep MMeeT CTeneHb AncnepcHOCTM 
1,2-4,0. 

9. KoMno3ni4i/m no n.5, OTJiMHaioLAaflCfl TeM, 
hto nojiMMonoHHafl KucnoTa HMeeT 
cpeflHeBecoByK) MoneKynapHyK) Maccy 1500 - 
30000, onpeAeneHHyfo MeTOflOM mX. 

10. KoMno3i/mnfl no n.5, OTJiMHaKOLAascfl TeM, 
hto nonnMonoHHas KucnoTa nMeeT CTeneHb 
AUcnepcHOCTM 1,2 - 4,0. 

1 1 . KoMno3MU,Mfl no n.1 , OTJiMHafomaflCfl TeM, 
hto b KanecTBe 6nopa3naraeMoro nonnMepa 

COAep>KMT COnOJIMMep MOJIOHHOM KMCJ10Tbl M 

rnnKoneBOM KMcnoTbi. 

12. KoMno3MU,nfl no n. 1 1 , OTfiMHaioLnaflCfl 
TeM, hto conoriMMep MMeeT cpeAHeBecoByfo 
MoneKyrmpHyio Maccy 5000 - 25000, 
onpeAeneHHyK) MeTOAOM mX. 

13. KoMno3nu,nfl no n.11, OTnuHaHDii^aflc^ 
TeM, hto conoriMMep HMeeT CTeneHb 
AUcnepcHOCTM 1,2 - 4,0. 

14. KoMno3Mi4Hfl no n. 1, OTJiMHahOLAaacfl 

TeM, HTO COflep>KMT CjDM3MOJ~IOrHHeCKM aKTMBHbiM 

nenTMA b MHTepBane 0,01 - 50% (Bec/Bec) 
OTHOCMTeribHO coflep>KaHna 6nopa3JiaraeMoro 
noriMMepa. 

15. KoMno3ni4Hjq no n.1, OTJiMHaKom,aflCfl TeM, 
hto cf)M3MonornHecKM aKTMBHbiM nenTMAOM 
fiBrifleTCfl LH - RH - aHTaroHUCT. 

1 6. KoMno3MU,Mfl no n.1 , OTJiMHafom.aflCfl TeM, 
hto b KanecTBe qbn3nonornHecKoro aKTMBHoro 
nenTMAa coAep>KMT nenTMA, npeACTaBnniOLHi/ifl 
co6om 



^J— CON 



I j.r-DLj's (Nic) -Lb u-Lys (Nisp) —Pro -DAI aNH 

nnn ero au,eTaT. 

1 7. KoMno3HL\n5R no n.1, OTJiMnaioLnaflCfl TeM, 
hto b KanecTBe qbM3noriornHecKM aKTMBHoro 
nenTkiAa coAep>KHT nenTMA, npeACTaBrmioLUMM 
co6om 

NAcD2Nal-D4CIPhe-D3Pal-Ser-NMeTyr-DLys(Ni 
c)-Leu-l_ys(Nisp)-Pro-DAIaNH 2j mjim ero ai^eTaT. 

18. KoMno3ni_|Mfi no n.1, OTnunafOLAaficn TeM, 
hto b KanecTBe qbM3MOJion/iHecKM aKTMBHoro 
nenTMAa coAep>KMT nenTMA, npeACTaBrmkOLAMM 
co6om 

NAcD2Nal-D4CIPhe-D3Pal-Ser-Tyr-DhArg(Et 2 
)-Leu-hArg(Et 2 )-Pro-DAIaNH 2 , v\nv\ ero ai4eTaT. 

19. Cnocoo" nonyneHUfl cpapMai^eBTMHecKOM 
KOMno3Mi4HM 3aMeAneHHoro BbicBo6o>KAeHMfl, 

OTJIMHafOLAMMCfl TeM, HTO paCTBOpflfOT 

qbn3nonornHecKH aKTMBHbiM nenTMA 0611^ 
qbopMynbi 

CH — K CH — K CH —OH CH — R CH — K 

I Z 1 | Z Z | Z | 2 4 | 2 5 

X-NH— CH— CO-NH— CH— CO-H — NH— CH— CO— N— CH— CO— NH— CH — CO— 

I 

Q 



<i>> 



CH CH ■ 

J Z 1 Z 

— NH -CH — CO-NH — CH — CO— h 
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qbopMynbi 

n = 2 hum 



— CH-CO-R — NH 



b KOTopoPi X npeACTaBJ-meT co6om 
ai^Mnrpynny; 

R 1; R 2 m R4 Ka>KAbiM npeACTaBJiaeT 



apoMaTMHecKyfo L^MKJiMHecKyK) rpynny; 

R3 npeACTaBJiaeT D-aMMHOKMcnoTHbiM 
oct a to k mjim rpynny qbopMyjibi 

CH — R' 

I Z 3 

-NH-CH-CO- 

b kotopom o6o3HanaeT 

reTepouMKJiMHecKyK) rpynny; 
R 5 npeACTaBrmeT rpynny 

-CCH > — R' , B KOTOpOM 

Z w 5 

3 m r' flBJi^eTCfl aMMHorpynnoM, KOTopas 
5 

MO>KeT 6biTb Heo6a3aTenbHO 3aMem,eHHQM 
apoMaTMHecKOM L^MKJiMHecKOM rpynnoM" hum 
0-mnK03nnrpynnoM; 

R 6 npeflCTaarmeT rpynny qbopMynbi 

—CCH > — R' , B KOTOpOM n = 2 MJ1M 

Z in 6 

3 m R^- flBJ-meTCfi aMMHorpynnoM, KOTOpas 

MO>KeT 6biTb Heo6fi3aTenbHO 3aMeu4eHHOM; 

R 7 npeACTaBJifieT D-aMMHOKMcnoTHbiM 
ocTaTOK mjim a3amni4nn ocTaTOK; 

Q o6o3HanaeT boaopoa hum HM3iuyK) 
ariKMribHyK) rpynny, 

mjim ero conn m 6Mopa3naraeMbiM noriMMep, 
MMefOL^MM KOHU,eByHD KapSoKCMJibHyHD rpynny, 
rAe 3HaneHMe cpeAHero MoneKynapHoro Beca, 
onpeAeneHHoro no KOHueBbiM rpynnaM, ot 0,4 
AO 2 pa3a 6onbiue, neM 3HaneHne cpeAHero 
MoneKynqpHoro Beca, onpeAeneHHoro 
renbnpoHMKafoiAeM xpoMaTorpaqbneM, b 
HecMeLUMBaHDLAeMCjq c boaom pacTBopMTene c 
nocneAyK)LAMM yAaneHMeM pacTBopMTene. 

20. Cnoco6 no n.1 9, OTnunaioLAHiicfi TeM , hto 
6Mopa3naraeMbiM noriMMep ^BJi^eTC^ CMecbio 
(A) conoriMMepa mMKoneBOM KMcnoTbi m 
OKCMKapGoHOBOM KucnoTbi o6LU,ew qbopMyribi II 

R 

I 

HOCHCOOH, 

b kotopom R - ariKMn 3 coAepxau^MM 2 - 8 
aTOMOB yrnepoAa, 

H (B) nOJIMMOriOHHOM KMCJlOTbl. 

21. Cnoco6 no n.19, OTJiMHaiOLAHWCsq TeM, hto 
pacTBopflKDT nenTMA cjDopMyribi I, rAe X - ai^eTMJi, 
m 6Mopa3naraeMbiM noriMMep, kotopnm 
npeACTaBn5ieT co6om CMecb (A) conoriMMepa 
mMKoneBOM KMcnoTbi m rMApoKCMKapSoHOBOM 

KMCJlOTbl CpOpMyilbl II 



HOCHCOOH, 

b kotopom R - anKMJi, co Ae p>Ka lu, m m 2 - 8 
aTOMOB yrnepoAa, 

M (B) nOJIMMOnOHHOM KMCJlOTbl. 

22. Cnoco6 no n.1 9, OTJiMHaiOLU.WMCfl TeM, hto 
6Mopa3naraeMbiM noriMMep npeACTaBnseT 
co6om conoriMMep mojiohhom m mMKoneBOM 

KMCJIOT. 

23. Cnoco6 no n.1 9, OTJiMHaiOLAMLic^ TeM, hto 
MCnOJ1b3yiOT He paCTBOpMMbIM b BOAe 

qbM3MOJiorMHecKM aKTMBHbiM nenTMA, a nepeA 
yAaneHMeM pacTBopMTene nojiynaioT GMyribCMio 
TMna "Macno b BOAe" nyTeM Ao6aBneHMfl 
nonyneHHoro pacTBopa k boahom cpeAe. 

24. Cnoco© nojiyneHM?! QbapMai4eBTMHecKOM 
KOMno3Mi4MM 3aMeAneHHoro b bi cbo6o>kash m a , 

OTJ1MHaK)LLJ 1 MMCfl TeM, HTO paCTBOp?lK)T 

6Mopa3naraeMbiM noriMMep, BKJiHDHaioLAMM CMecb 
(A) conoriMMepa mMKoneBOM KMcnoTbi m 
rMAPOKap^OHOBOM KMcnoTbi o6"LU,eM qbopMyribi II 



o 

o 

00 
CM 
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HOCHCOOH, 

rfle R npeflCTaBJifleT anKMJi, coAep^aLAMM 2 - 
8 aTOMOB ymepofla, 

n (B) nonnMonoHHoPi kucjiotn npn 3HaneHMM 
cpeflHero MoneKyrmpHoro Beca stux 
nonniviepoB, onpefleneHHoro no KOHi4eBbiM 
rpynnaM, ot 0,4 ao 2 pa3 oonbwe, MeM 
3HaneHne cpeAHero MoneKyrmpHoro Beca, 
onpeAeneHHoro renbnpoHMKajoiAew 
xpoiviaTorpac)Dneti, m He pacTBopnivioro b BOfle 
cjDM3MOJiorn i -iecKM aKTMBHoro nenT^fla o6u\ev\ 
cf)opMynbi I 



CH -R CH -R 

| 2 1 | 2 Z 

X-NH — C H — CO -H H — C H —CO -K 



CH -OH CH -H CH -K 

| Z | 2 4 | 2 5 

— NH— CH —CO — N— CH— CO — HH — CH —CO— 



CI I CCII > 
| 3 2 

CH„ CH ,~K 
I I 
— NH — CH — CO— NH — CH — CO— t- 



— CH— CO-H -NH 



b kotopom X npeflCTaBJineT co6oPi 
ai^nnrpynny; 

R 1f R 2 v\ R4 Ka>KAbiM npeACTaarmeT 
apoiwaTHMecKyK) L^KJiMHecKyio rpynny; 

R 3 npeACTaBJifieT D-aMUHOKUcnoTHbiM 
ocTaTOK mjim rpynny cjDopMynbi (2) 

CH — R' 

J 2 3 

— NH — CH— CO— 



ft? 



25 



b kotopomr 3 reTepoi^nKTiMHecKafl rpynna; 
R 5 npeACTaBn^eT rpynny cf)opMynbi 

— CCH > — R' , B KOTOpOM n = 2 HUM 

Z in 5 

3 m r' aMMHorpynny, KOTopaa Heo6fl3aTenbHO 

5 

MO>KeT 6biTb 3aivieLAeHHOM, apoiviaTHHecKyfo 
L^HKJiMHecKyK) rpynny mjim 0-mnK03nn; 

Re npeACTaBJineT rpynnbi cpopMynbi 

— C CH^) n ~ R g * B KOTOpOM n = 2 MUM 

3, m R' - aMHHorpynny, KOTopaa MO>KeT 6biTb 



Heo6fl3aTenbHO 3aMei_u,ei-ii-ioM; 

R7 npeACTaBrmeT D-aMMHOKMcnoTHbiM hum 
asarriML^MnbHbiM ocTaTOK; 
15 Q - boaopoa hjim HM3LUWM anKMJi; 

mjim ero cojim b pacTBopMTene, He 
CMeiuMBafOLAeMCfl c boaom, m yAansioT 
pacTBopnTerib. 

25. Cnoco6 no n.24, OTJiMHatoiAnCicsq TeM, hto 
o6pa30BaBLUMMCfl pacTBop nepeA yAaJieHMeivi 
20 pacTBopmerm flo6aBrmK)T k boahom cpeAe Ana 
nony-tei-ma OMyribCMM TMna "Macno b BOAe". 

l~lpMOpMTeT 

07.12.93. no n.1 - 3, 5, 7 - 14, 16, 18 - 
20, 22, 24 m 25; 

07.12.92 no n.4, 6, 17, 21 m 23 



05.02.93 no n.15. 
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AM HH&KHCnOTa 


u 


1^ 


BO C-Pro 


TT^ 17 

z times - 1 dour 




BOC-Leu ^ P • P P ) 




3 




2 times - 1 hour 


4 


BOC-D-Lys (N-epsilon-FMOC) 


2 times - 1 lour 


5 


BOC-NMeTyr(0-2,6-diCI-B2l) 


2 times - 1 hour 


6 


BOC-Ser (QBzl) 


2 times - 1 hour 


7 


BOC-D-3Pal 


2 times-Bhours 


8 


BOC-D-4CIPhe 


2 times-2hnurs 


9 


BOD-D2Nai 


2 times -2hours 


10 


Aoetic acid 


2 times - 2 hours 



T a 6 Ji Li n a 1 



SKcne- 




OcTaTOK 0M3Honorn4ecKn aKTreHoro neninfta A (%) 




pk'MeH- 


















Ta^b- 




H eAens 


Heaena 


Helena 








H &flens 


HblH 


1 


1 


2 


3 


4 


5 


6 


7 


n PUMEP 


















2B 


B8 .0 


66,5 


42,3 


15 2 










29 


92,9 


76,6 


62,9 


48.7 


39,6 


26,5 






3D 


96 5 


90,5 


77,5 


64.9 


59.2 


46,9 


38.7 


20,3 


31 


as. 4 


94,5 


87,2 


73.3 


63, C 




46 : 6 


30,7 


32 


92.9 


75,0 


45,7 




17,5 








33 


92 3 


61,3 


33,5 


6,4 











T a 6 ji Li 14 a 2 



Srene- 


CpeAHeB&ccsofi 








nepwoj 


pilMflH- 


mcuick. aee 


psrpecciii-i 


i;appenau,HLi 




abicBoeoiwrflenHq 


iuji.. 


rorMMOJiauHoii 










Hblfl 


KMC/IOTbl 










npun/ep 












28 


3D00 


O CT3T0 K £%) = 95.4- 


0,992 




3,5 






(26,9 >; micro Heflerib) 








29 


SQQ0 


OcTaTOk (%) - 94,4- 


0,975 




6,6 






(14,2 * micro H&ae.nb) 








30 


7500 


O CT3T0K (%) = 98 4- 


0,996 




9,8 






(10,0 >■- MMCFD Heaenbj 








31 


S0OO 


O GT3T0K (%i = 102,1- 


0,995 




11,5 






(8,9 :•; MLicno neflejib) 








T a 6 ji u L| a 3 


3Kcne- 


Mo-nspHas aojin 


Tyloae^b JinheiiHoii 


Kj3t3$MH/eHT 


nepnoA 


puueH- 


rnu cane boh 


perpeccuu 


Koppennu,uu 




abicBo6o-j(rflennn 


Tarb- 


KWCJlQTbl 3 








(HBfleriiJ 


Hbiii 


conomiMepe 










npuwiep 


rnnraneBoii 












KucnaTw, % 










20 


60 


O CT3T0K (%) = 94.4- 


0,975 




6,6 






(14,2 >: micro HBflent) 








32 


65 


Octhtok (%) = 95 7- 


0,976 




4,6 






(20,6 k micro Heflenb) 








33 


70 


O CT3T0K (,%) - 96 : S- 


0,994 




3,1 






(3C,9 k micro Heflenb) 









Ta5nnu|a 4 





Oct3tok ^LisnojiorH^ecKH aKTMBHoro nennifla, <%) 




PMM6H- 














Tarb- 


0H3HonoriiMecKM 


1 flSHb 


1 HeAe-na 


2 Hsae.-L' 


3 HftAeJHi 


4 HeAeru 


Hbiii 


3 KT H BH bl U 












npnunep 














34 


A 


99,3 


74,5 


51,4 


33,2 


24,1 


35 


B 


97,4 


75 0 


52,3 


32,8 


25,1 


36 


C 


99,4 


73 S 


54,9 


37,7 


23,4 



T a 5 ji m 4 a 5 



3k-cne- 


<t>nano/iorn- 


Mu rt ej b.uhtfiiH jr 


KoaifcifcuiuiueHT 


flepuoA 




yecKLi 


perpeccmi 


KOppe/1HL|Hl1 R J 


BblCBoSoj+tAEHHH 


Tarb- 


aKTHBHbiii 








HblH 


neiTLiA 








npuwiep 










34 


A 


OcTaroir(%) = 97,8- 

(20,1 >■ huc/iq Heaenb) 


0,975 


4. a 


35 


a 


Octhtoic(%) = 93,5- 
(1 B.6 y- hhbjio Heflenb) 


0,971 


5.0 


36 


e 


OcTaroic(%) = 94,4- 
(1 3,5 y- mmc/io HeAenb) 


0,987 


4.9 



Ta 5hh 4a 6 



OcraTOK ctni3iio.no.niiieciai aKTMBHoro neninfla 



rpuuep fleHb 1 1 He^eim 1 
37 93,5_0.5 | G 9,9x3 6 

3k-cnepnMeHTaj-ibHbifl Moflejib JiiiHeiiHofi 
rpmiep perpeccmi 


1 Heflejin 2 He/],* 
37,7X1,4 17,0 

KDppejiflL|Lin R- 


jjis 3 1 Heflera 4 
_1 ,4 | 7,9X0,5 

TaS/iHua 7 

nepnofl 

EblCBOCOHtfleHLIR 


37 OcTa tok (%) = 95,0- 
('24.1 v MLICJIO NeAMbl 


0969 


3,9 



TaSjiHuia 8 



Smne- 




OcTaToit (JnisnanorLiuecuLi auTiiBHoro nenTLifla : (%) 




pMMeH- 
















Tarb- 


fleHb 


Helens 






H efter a 


H e^era 


H eAers 


II L A 


1 


1 


2 


3 


4 


5 


6 


npiiwep 
















38 


92.8 


21 ,8 












39 


SS.7 


91 ,7 


79,5 


68,2 


592 




22,8 


40 


100,0 
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RU2128055C1: PHARMACEUTICAL COMPOSITION OF THE DELAYED AGI 
RELEASING AND A METHOD OF ITS PREPARING 

Sustained-release compsn. for hormone drugs, pref. LHRH antagonists, - 
contains biodegradable carboxyl-contg. polymer e.g. lactic acid glycolic acid 
copolymer, providing constant release of drug without initial burst 
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FIELD: medicine, pharmacy. SUBSTANCE: invention relates to a 
composition that has a physiologically active peptide of the general 
formula: where X means acyl-group; R1 , R2 and R4 each means 
aromatic cyclic group; R3 means a residue of D-amino acid or a 
group of the formula: where means heterocyclic group; R5 means a 
group of the formula where n = 2 or 3, and means amino-group that 
can be substituted optionally, aromatic cyclic group or O-glycosyl- 
group; R6 means a group of the formula where n = 2 or 3, and 
means amino-group that can be substituted optionally; R7 means a 
residue of D-amino acid or azaglycyl-residue; Q means hydrogen 
atom or lower alkyl-group, or its salt and biodegradable polymer 
bearing a terminal carboxyl-group. Composition is prepared by 
dissolving of components mixture in water-insoluble solvent 
followed by solvent removing. Preparation of delayed releasing 
ensures to obtain noncontinuous release of peptide for the long time 
without initial release as compared with the known similar 
compositions. EFFECT: improved method of preparing, enhanced 
effectiveness of composition proposed. 25 cl, 9 tbl, 45 ex 
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